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The liver is the main storage place in the body for 
vitamin A. Liver diseases of various types may therefore 
be expected to interfere in one way or another with the 
metabolism and physiological activity of vitamin A. 
Xerosis in various forms, reduced vitamin A levels in the 
liver and blood plasma, and defective dark-adaptation 
have all been reported to result from deficiency of 
vitamin A secondary to damage to the liver. 

Xerosis—The early literature on the occurrence of xerosis 
in liver disease has been reviewed fully by Altschule (1935). 
Thus more than 50 years ago, before the discovery of vitamin A, 
Thompson (1894) described the development of keratomalacia 
in a 2-months-old infant suffering from jaundice. Later Bloch 
(1924) observed xerosis and arrested growth in a jaundiced child. 
The condition persisted even when cod-liver oil was adminis- 
tered, but cleared 1p when bile appeared in the faeces. 

Vitamin A Levels.—Chemical estimations of vitamin A were 
first applied to subjects who had died of cirrhosis of the liver, 
and several investigators agreed that the vitamin A reserves 
of the liver were usually low and often undetectable (Wolff, 
1932 ; Breusch and Scalabrino, 1934; Moore, 1937). In acute 
liver diseases, however, the hepatic reserves may not be 
depleted, although the level in the blood plasma is often low 
(Popper, Steigmann, and Zevin, 1943). 

Dark-Adaptation—With defective dark-adaptation as a 
criterion most workers have found that the vitamin A status is 
disturbed, although opinions differ as to the value of vitamin 
A therapy in correcting this abnormality (Jeghers, 1937 ; Haig, 
Hecht, and Patek, 1938 ; Patek and Haig, 1939 ; Ezickson, 1939 ; 
Wohl and Feldman, 1940, 1941). 


The present paper deals with abnormalities in vitamin A 
metabolism in infective hepatitis only. In preliminary 


experiments (described below in an Addendum) defective . 


dark-adaptation was used as an indication of vitamin A 
abnormality. It was found that the mean final rod 
threshold in patients tested soon after admission to hospital 
differed significantly from the mean value for the same 
patients after recovery, and also from that of normal young 
adults. In our main investigation, however, chemical 
methods were exclusively used. Vitamin A and carotenoids 
in the plasma were estimated in the early stages of the dis- 
ease and during convalescence. Parallel examinations were 
made in some cases of the serum bilirubin, plasma _pro- 
thrombin, and hippuric acid synthesis. Other patients were 
given massive doses of vitamin A, with a view to studying 
the efficiency of its absorption from the intestines and of 


its transfer to the blood plasma. The vitamin A reserves 
of the liver were estimated in three fatal cases of hepatitis. 


Material and Methods 


The main investigation was made on 32 military patients 
admitted to an E.M.S. hospital under the M.R.C. Jaundice 
Research Team: 30 suffered from infective hepatitis and 
two from arsenotherapy jaundice, which presents a similar 
biochemical picture. None had a history of transfusion. 
The ages ranged from 18 to 41 (average 25). The patients 
received a normal diet, without restriction of fat and with- 
out extra protein or vitamins. A few cases were included 
in a clinical trial with methionine, but this substance did 
not appear to be beneficial (Wilson, Pollock, and Harris, 
1945) or to affect the vitamin A status. ’ 


‘The technique used to estimate vitamin A and carotene was 
essentially that of Kimble (1939), as modified by Yudkin (1941) 
and by ourselves. The plasma was shaken with alcohol and 
petrol ether. Carotenoids were estimated in the extract by 
their yellow colour. The extract was then evaporated, and the 
vitamin A estimated by the blue colour produced on treatment 
with antimony trichloride, an allowance being made for the 
colour contributed by carotenoids to this reaction. Both yellow 
and blue colours were measured in a photoelectric absorptio- 
meter provided with filters. In calibrating this instrument 
against vitamin A acetate a conversion factor of 1,600 between 


E i. at 328 mz. and i.u. of vitamin A per g. was assumed. 


1 cm. 
The calibration for carotenoids was against the International 


Standard solution of 8 carotene, and for convenience results 
have been expressed as though all the carotenoids of the plasma 
were 8 carotene. Because of the presence of xanthophyll, 
« carotene, etc., the actual “ biological value” of the caro- 
tenoid fractions was presumably somewhat less than the 
figures given. Values for both vitamin A and carotene are 
expressed in terms of i.u. per 100 ml. of plasma. 

Serum bilirubin was estimated by the method of Mallory 
and Evelyn (1937). The prothrombin indices were determined 
by a method similar to that described by Harris (1943), using 
viper venom. Quick's (1939) modification of the hippuric acid 
synthesis test was employed, the results being expressed as 
grammes of sodium benzoate detoxicated in the first hour @fter 


administration. 


Plasma Vitamin A and Carotene in Infective Hepatitis 


Infection and Recovery.—Observations of plasma 


vitamin A and carotene at various stages of the disease 
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were made in 32 patients (Figs. 1 and 2) and the mean 
values are shown in Table I, grouped in five-day periods 
from the date of admission. The earliest group (0-4 days 
after admission) show a mean value of 54.6 i.u. per 100 ml., 
which may be compared with a mean value of 118 i.u. for 
a group of 41 healthy adults (Leitner and Maore, 1946). 


1.U. per 100 mi. 


0 20 60 70 80 


30 40 50 
DAYS (FROM ADMISSION) 
Fic. 1.—Plasma vitamin A in 32 cases of infective hepatitis. 


Successive estimations show a continuous rise until a mean 
value of 114.3 i.u. is reached for the group at 15-19 days 
after admission. Subsequently the observations are too 
few to be relied upon, and the readings from 20 to 29 
days were combined, as were those for over 30 days from 
admission. There was, however, a suggestion in individual 


TaBLe I.—Plasma Vitamin A and Carotene in 32 Cases of 
Infective Hepatitis 


normal mean even 30 days or more after admission. The 
correlation between corresponding readings for vitamin A 
and carotene was low (r=0.2143 for ungrouped data - 
N=81) and was barely significant. ‘ 

Effect of Age, Fever, and Anorexia —The effects of these 
factors were examined in 25 patients in whom blood 
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Fic. 2.—Plasma carotene in 32 cases of infective hepatitis. 


vitamin A had been estimated within four days of admission 
to hospital. If there was more than one such reading the 
earlier value was used. In Table II these readings are 
grouped according to the age of the patient, the highest 
temperature recorded, and the duration of anorexia; the 
significance of the results is also estimated. The duration 


TaBLe II.—Relation of Plasma Vitamin A to Age, Fever, and 
Anorexia, 25 Cases With Values Obtained Within Four 


Days of Admission 
Vitamin A Carotene 
Mean Plasma 
Days Mean Mean ; 
after No. of Plasma No. of Plasma | standard No. of Case t* 
Admis- | Observa- | Vitamin % Error” Observa- | Carotene | Error” 
sion tions 1.U. per tions .U. per i ‘ 
100 ml. 100 ml. Age he al 13 59-1 
27 54-6 + 37 27 67-2 + 25-34 .. 9 12 47-1 2 
15-19 .. 10 114-3 +132 10 84-8 ~~ 10 613 
20-29 . 12 1243 | 411-9 il 118-2 | 417-3 2-159 
Over 36} 15 123-9 | +122 15 1148 | + 98 }is $1.0 
The number of observations for vitamin A and carotene does not tally in Anorexia 
every age group, because on two occasions a reading was obtained for one Nil 610 52:07. 54.9 
without a corresponding reading for the other. 1— 5 days 4 58-0 0-103 
Over 18 da 430 $512 
patjgnts that the plasma vitamin A may be unusually high “ 
during convalescence. This phenomenon has been noticed Total rents = aie 


by Josephs (1943) in young children recovering from pneu- 
monia. Plasma carotene values were also low in the early 
stages of the disease, the mean for the first period of five 
days being 67.2 i.u.,.as compared with 161 i.u. for healthy 
adults. During recovery the mean rose to 118.2 i.u. for 
20-29 days after admission, but few cases reached the 


* With 23° of freedom, t must equal or exceed 2-069 to give p = 0-05. 


of anorexia did not appear to influence the plasma 
vitamin A. Higher mean values, however, were found for 
those under 25 years of age than for those over, and for 
those who showed no significant fever—under 99°F. 
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(37.2° C.)}—than for those who did ; both these differences 
were shown: by the t test to be significant. It cannot be 
excluded that the effect of age was due to greater severity 
of the disease in the older men and to a higher incidence 
of fever in the more severe cases, and not to a direct 


- relation betwen age or fever and plasma vitamin A. In 


fever other investigations have shown that there is a direct 
lowering of the plasma vitamin A, since this action is 
found in artificial pyrexia as well as infectious fevers 
(Clausen and McCoord, 1938). In any case this mechanism 
can only be of subsidiary importance, since instances of 
abnormally low plasma levels were found in the younger 
age groups and in the group without fever. est. 
Relation to Bilirubinaemia and Liver Function Tests.— 
In nine cases in which serial estimations of plasma 
vitamin A were made, serial readings were also obtained 
of serum bilirubin, plasma prothrombin, and hippuric acid 
synthesis. The mean values for five-day groups are shown 
in Table III. No observations are available on the pre- 


Tape III.—Relation of Plasma Vitamin A and Carotene to Serum 
Bilirubin, Prothrombin Index, and Hippuric Acid Synthesis. 
9 Cases with 4 or more Serial Observations of Vitamin A 
and Carotene 


_ plasma svita- 
min A some- 


Plasma Plasma Serum 
Vitamin A Carotene Bilirubin | Prothrombin Hippuric 
1.U. LU. mg. Index Acid | 
Days | Pet 100 ml. | per 100 ml. | per 100 ml Synthesis 
No. No. No. No. No. 
of |Mean}| of |Mean| of |Mean| of |Mean| of |Mean 
Obs. Obs. Obs. Obs % | Obs 
0-4 11 53-1] 11 57:7 | 13 6:97 11 | 75-7 7 0-56 
5-9 9 65:9 9 46°7| 12 | 8-66 5 {72-0 7 0-60 
10-14 5 91-0 6 80-5 7 | 7-56 5 190-3 3 0-92 
15-19 7 | 113-7 7 84-9 6 | 2-37 4 1942 
20-29 9 | 139-6 9 |132:3] 10 | 1-54 6 198-5 8 0-88 
Over 30} 6 | 147-0 6 |1260] 13 1-11 4 198-0 


icteric stage of the disease, since the diagnosis of infective 
hepatitis is seldom made before the appearance of jaundice. 
However, most patients were admitted with a rising serum 
bilirubin, and the highest value was found in the 5-9-day 
group. It is notable that the plasma vitamin A was 
increasing from the time that the patients were first seen, 
and this improvement may be compared with the results 
of hippuric acid synthesis tests, which were also improving 
or stationary at a time when the serum bilirubin was still 
rising. Pollock (1945) has dealt with the improvement in 
hippuric acid synthesis in infective hepatitis and concludes 
that maximum liver damage in this disease occurs in the 
pre-icteric stage. In our investigation the parallelism 
between plasma vitamin A and hippuric acid synthesis 
was fairly close in individual cases. Curves for two 
illustrative cases are shown in Fig. 3. 

Relation to Prothrombin Index.—Prothrombin values 
were low in the early stages of the disease, though spon- 
taneous haemorrhages were not observed. During recovery 
the plasma prothrombin returned to normal in general 
parallelism with the plasma vitamin A. Examination of 
individual case records, however, revealed no close or 
regular relationship. The prothrombin values exhibited a 
wider day-to-day variation, and tended to return to normal 
at about the same time or later than the plasma vitamin A. 
Plasma was also examined from five patients not included 
in this series who persistently had very low prothrombin 
values. The plasma vitamin A in these cases was not 
unusually depressed, and when the prothrombin index rose 
in response to parenteral administration of vitamin K 
analogues there was no parallel alteration of the plasma 
vitamin A. In four of the five patients, however, a rise 
in plasma vitamin A occurred some time after the pro- 
thrombin index had returned to normal. 


‘early stages of 


. 96,000 iu. of 109 
vitamin A in \ / 


Absorption of Massive Doses of Vitamin A 


Several workers (Breese and McCoord, 1940; Ralli, 
Bauman, and Roberts, 1941; Breese, Watkins, and 
McCoord, 1942; Spector, McKhann, and Meserve, 1943 ; 
Popper, Steigmann, and Zevin, 1943; Steigmann and 
Popper, 1944; Aldersberg and Sobotka, 1944) have 
measured the plasma vitamin A at intervals after giving 
massive doses of the vitamin.* In normal subjects the 


plasma level 
increases | 
rapidly after 
dosing to a 
maximum in 4 
about five 
hours, and “0 
usually sub- 

sides to the | \ 
original value 120 
within 24 \ 
hours. We 

have con- 
firmed the 
finding that in 
infective 
hepatitis the 6 


times fails to 
respondto 
dosing al- 
though our re- . 
sults for a jp 
series of cases 
have been 
erratic. Thus 
in preliminary 
tests two 14 
patients in the Bs 


the disease 
were given 


the form of 
four “ prepa- 
lin” capsules. 
Subject C, 
whose rest- 
ing plasma 4 
vitamin A of lJ \ 
84 


iu. per 


100 ml. was ™ a 

but little be- B 

low the normal 0*——, sb 

mean, had a DAYS (FROM ADMISSION) 

value of 77i.u. yg, 3.—Relation of plasma vitamin A to 

after ddsing. serum bilirubin and hippuric acid synthesis. A, 

Even after arsenotherapy jaundice. B, infective 
' @——@=Plasma vitamin A (i.u. per 100 ml.). 

four further  »——x-=Serum _ bilirubin. (me. % X 10). 

doses there O——J=Intravenous hippuric acid syn 


i i i in 1st hourX 
was still no — benzoate detoxicated in 


significant in- 
crease in the plasma vitamin A. In contrast, patient D 
when first tested had a plasma vitamin A of only 50 iu. 
Greater derangement of vitamin A metabolism than the 
° iments by this procedure are. called “‘ tolerance tests ” 
"workers, * The subject's resistance to toxic excess of 
(Moore and Wang, 1945) is not, however, under consideration, 
and mention of “tolerance” is perhaps misleading: ‘ absorption 
tests’ seems a better description. 
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first subject might therefore have been expected. Never- 
theless, after dosing, the plasma vitamin A responded with 
a rise to 299 i.u., which can be considered normal. 
Reaction to Isolated Doses of Vitamin A.—I\n further experi- 
ments (Table IV) five patients were given single doses of 96,000 


Taste IV.—Effect of Isolated Massive Doses (96.000 1.U.) of 
Vitamin A on the Vitamin A Content of the Blood Plasma, 
Faeces, and Urine 


Plasma Vitamin A Vitamin A Excretion; 
Days (1.U. per 100 ml.) Total Daily I.U. 
Case after 
Admin. Difference Faeces Urine 
Infective Hepatitis 
B 2 75 354 279 _ 45 
34 109 258 149 — 45 
F 2 67 130 63 — 0 
251 207 0 
G 1 32 412 39,000 0 
34 171 0 0 
H a 35 67 32 58,000 56 
37 72 107 35 0 0 
73 242 164 0 0 
I 2 33 186 133 1,000 0 
25 162 63 0 0 
(Mean 148) 
Normal Subjects 
J — 103 309 206 0 
K _ 128 932 804 0 0 
L — 179 403 224 0 


iu. of vitamin A at an early stage of the disease, and again 
on one or more occasions during the later stages. Estimations 
were made not only of plasma vitamin A but of the excretion of 
the vitamin in the urine, and in three cases in the faeces. For 
comparison the same procedure was followed in three normal 
subjects. 

Plasma.—In the normal subjects the smallest increase in the 
plasma vitamin A after dosing was 206 i.u. In infective hepatitis 
the smallest increase was only 32 i.u. and the mean increase for 
all tests in the whole group was 148 i.u. It is worthy of remark 
that no consistent difference in the extent of the response 
after dosing was found between the early and late stages of 
the disease. 

Faeces.—In normal subjects vitamin A is found in the faeces 
only after very heavy dosing. Even the massive doses given 
in the present experiments were not sufficient to cause faecal 
excretion of the vitamin in our control subjects. In contrast 
large quantities of vitamin A, amounting in one instance to 
more than half the dose given, were excreted in the early stages 
of the disease by all three patients with hepatitis whose faeces 
were examined. Even in the subject who excreted only 1,000 
iu. the presence of the vitamin was confirmed by the presence 
of an absorption band at 620 mz. in the SbCl, test. No 
vitamin A was found in the faeces of the same subjects during 
later stages of their illness. 

Urine.—After dosing. traces of vitamin A were present in 
the urine of two patients with hepatitis. Although the urinary 
loss was quantitatively insignificant it must be emphasized that 
in health the urine contains no vitamin A even after heavy 
dosing. Vitamin A is, however, excreted in the urine in certain 
diseases, and its appearance always has pathological significance 
(Lawrie, Moore, and Rajagopal, 1941). 

An interesting abnormality was shown by subject H. For 
about a week after the first dose of vitamin A had been given 
the colour produced by the plasma extract with the SbCl, 
reagent was a faint orange in place of the usual blue. We were 
unable to ascertain whether vitamin A, or its oxidation pro- 
ducts, played any part in producing this abnormal! colour. 

Frequent Dosing with Vitamin A.—Two subjects were given 
massive doses of vitamin A frequently over a period of about 
four weeks. The total amount received was nearly 3,000,000 
i.u.. which may be compared with the median total liver reserve 
of 500.000 i.u. (Moore, T., unpublished data). The course of 
dosing was therefore expected to alter the liver reserves sub- 
stantially. The effect of the first dose on the plasma vitamin A 
was examined five hours after its administration. After the 


penultimate dose had been given a period of 36 hours was 
allowed to elapse so that the plasma vitamin A might Teach a 
resting level before giving the final dose. A specimen of blood 
was then taken again five hours after the last dose. Jf will 
be seen from Table V that in both cases the increase in the 


Taste V.—Effect of the Frequent Massive Doses (96,000 TU) of 
Vitamin A on the Plasma Vitamin A 


Plasma Vitamin A 
Days after ——__ 
Case Admin. No. of Doses Before After 
Received | Dosing (1.U.)} Dosing Difference 
M 1 1 80 108 
32 31 227 473 
1 1 70 68 i 
32 31 150 406 256 


plasma vitamin A was much greater after the last dose than 
after the first. These results, taken in conjunction with those 
for subjects F and H (Table IV) agree with the conclusion of 
Breese and McCoord (1940) that in those subjects in which 
defective absorption is found in the early stages of the disease 
improved absorption may be expected during recovery. 


The Liver Reserves of Vitamin A in Infective Hepatitis 

There were no fatal cases in the present series, but 
necropsy material was obtained from other sources. 
Specimens of liver from two cases of acute yellow atrophy 
following infective hepatitis, or homologous serum jaundice, 
were kindly supplied by Capt. J. A. R. Miles, R.A.MC. 
Values of 225 .and 500 i.u. per g. were found. Another 
specimen was kindly supplied by Dr. J. F. Gaskell, of 
Addenbrooke’s Hospital, and in this instance the evidence 
showed that the low blood vitamin A in infective hepatitis 
is not necessarily associated with a depleted liver reserve. 
Although shortly before death the plasma vitamin A was 
only 19 i.u. per 100 ml., with carotene 68 i.u., the liver 
contained 900 i.u. per g. None of the above patients had 
been specially dosed with vitamin A. 

In a recent survey of the vitamin A reserves of the 
population of this country in cases of accidental death 
(Moore, T., unpublished data) a wide range of values was 
found, with a median of about 300 i.u. per g. of liver. So 
far as can be judged from the small number of subjects, 
therefore, there is in acute liver disease no severe depletion 
of the pre-existing vitamin reserves such as commonly 
occurs, for example, in cirrhosis of the liver or in chronic 
nephritis, for which diseases median liver reserves of 6 
and 25 i.u. per g. respectively have been reported (Moore, 
1937). 

Discussion 

Both acute febrile illnesses and diseases of the liver 
affect the metabolism of vitamin A. Since infective 
hepatitis présents a combination of these lesions the 
disturbances in vitamin A metabolism will obviously be 
complex. In the present investigation we have observed 
in the acute stage of the disease: (1) reduced plasma 
vitamin A and carotene; (2) failure of the plasma vita- 
min A to respond to massive dosing with vitamin A ; and 
(3) the excretion of large amounts of vitamin A in the 
faeces after massive dosing, with traces also in the urine. 

In experiments at Sheffield with human volunteers the 
plasma vitamin A decreased only slightly after restriction 
for some months to a diet virtually devoid of carotene and 
vitamin A (Med. Res. Cncl. Vitamin A Subcommittee, 
1945). Levels of the order of 30 i.u. per 100 ml. of plasma, 
at which defective dark adaptation was observed, occurred 
only in subjects deprived of the vitamin for over a year. 
Since in our experiments equally low values were often 
found in patients with infective hepatitis in the first ‘few 
days of their illness, the brief initial period of anorexia 


clearly cannot in itself account for the decrease in plasma 
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vitamin A, Neither can a full explanation be found in 
the defective intestinal absorption of vitamin A and other 
fatty substances which is characteristic of hepatitis. In 
fatal cases the liver was found to contain adequate reserves 
of vitamin A, which in healthy subjects would have ensured 
a normal plasma level even if dietary supplies of the vitamin 


had been completely withdrawn. Failure in the mechanism 


for the release of vitamin A from the liver to the plasma 
must therefore be strongly suspected. One possibility, 
suggested by the recent experiments of Glover, Goodwin, 
and Morton (1946), is that there may be interference in 
the hydrolysis of vitamin A esters stored in the liver to 
liberate free vitamin A alcohol for mobilization into the 
blood stream. Any deficiency of the liver in this direction, 
however, may be intensified during fever by an increased 
expenditure of vitamin A in the plasma and tissues. 

The position in regard to the carotenoid level is different. 
In the Sheffield experiment the plasma carotenoids, in 
contrast to vitamin A, fell to a low level soon after restric- 
tion to the deficient diet. The effect of anorexia in hepatitis 
cannot therefore be discounted. The stores of carotenoids 
from which the plasma may be replenished are, moreover, 
much smaller than those of vitamin A. The decrease in 
plasma carotenoids may be due to defective absorption 
and a decreased dietary intake, combined possibly with an 
increased rate of degradation during fever. 

The complexity of the lesions in infective hepatitis, 
however, becomes most apparent when we consider the 
reaction to massive doses of vitamin A. We have seen that 
during the early stages of the disease the plasma vitamin A 
often fails to respond to dosing, and, moreover, that 
vitamin A is excreted in the faeces and sometimes in the 
urine. It might be expected that in individual cases these 
abnormalities would be interrelated and would all ‘occur 
with about equal severity. Thus the loss of vitamin A in 
the faeces would at first sight afford a ready explanation 
of its failure to increase in the blood plasma. In our 
experiments, however, we have found no consistent corre- 
lation between the various disabilities involved in each case. 


For example when patient G was given his first massive . 


dose of vitamin A about 40% was excreted in the faeces : 
the plasma vitamin A, nevertheless, increased by 412 i.u. 
per 100 ml. In contrast, when the same patient was later 
given a second dose there was no faecal excretion, but the 
plasma level was increased by only 89 iu. In patient E 
abnormality in vitamin A metabolism was clearly indicated 
by urinary excretion, but after the first massive dose the 
plasma level increased by 279 iu. We have already 
referred to the superiority of the response to massive dosing 
shown by patient D as compared with patient C, whose 
plasma had a higher resting level of vitamin A. 

The most plausible explanation of these apparent 
anomalies is that the various mechanisms concerned with 
the metabolism of vitamin A are not always equally 
affected. Thus the absorption of vitamin A from the 
intestines, its deposition in the liver, its release from the 
liver to the plasma, and possibly its stability when present 
in the plasma may suffer to varying extents in different 
individuals. On the basis of this assumption patient C 
may have been unable to absorb vitamin A from his 
intestines but capable of mobilizing reserves from his liver 
into his blood stream. Patient G, on the evidence of faecal 
excretion in the early stage of his illness, could obviously 
absorb only part of his dose of vitamin A; but possibly 
this abnormality was complicated by an even more severe 
disability in the liver’s power to remove excess of vitamin 
from the blood stream. In that event the plasma vitamin A, 
denied its usual outlet, would “pile up ” to a high level, 
and would thus convey a false impression of the efficiency 
of intestinal absorption. 


The possibility of differences in the degree of impairment 
in the functions of the liver and the intestines, and of 
complications arising from pyrexia per se, must raise 
doubts as to the value of “vitamin A absorption tests” 
as a measure of the injury sustained by the liver. Repeated 
failure of the plasma vitamin A to respond to dosing even 
after pyrexia has subsided must strongly suggest damage 
to the liver ; a good response to dosing, however, may not 
necessarily imply that liver function is normal. Moreover, 
while we have found that the increase in plasma vitamin A 
during convalescence moves parallel with the improved | 
values in prothrombin and liver function tests, and con- 
versely to the plasma bilirubin, the interrelationships 
between these four criteria are not consistent enough to 
allow inferences as to the general condition of the patient 
to be drawn from estimation of the plasma vitamin A alone. 


Summary 


In the early stages of infective hepatitis the vitamin A con- 
tent of the plasma was often very low. In estimations by the 
antimony trichloride method values of 30 i.u. per 100 ml. or 
less were sometimes observed, as compared with an average of 
118 i.u. previously found for normal subjects. The low plasma 
vitamin A seems an adequate cause of the impairment of dark- 
adaptation in this disease. 

The age of the patient and the degree of pyrexia appeared to 
influence the extent of the fall in plasma vitamin A, but no 
correlation was found with the duration of anorexia. 

During convalescence the plasma vitamin A increased until — 
the mean for all cases equalled or exceeded the mean for 
normal subjects. There was no evidence that the vitamin A 
reserves of the liver were seriously reduced. 

Variations in the carotenoid content of the plasma were 
similar to those found for vitamin A, but the return to normal 
was less rapid. 

The changes in plasma vitamin A and carotenoids went 
roughly parallel with the prothrombin value and with hippuric 
acid tolerance, and moved in an opposite direction to the 
plasma bilirubin. There was perhaps a tendency for the 
recovery in vitamin A to begin slightly before bilirubin had 
started to decline. 

In “absorption tests” with massive doses of vitamin A it 
was found that in the early stages of infective hepatitis sub- 
stantial amounts of vitamin A were excreted in the faeces, and 
sometimes there were traces in the urine. Excretion was not 
found in normal subjects given the same doses or in the same 
patients when dosed during convalescence. 

In some cases the plasma vitamin A failed to show the usual 
rapid increase after massive dosing. No consistent correlation 
was found, however, between this defect and either faecal 
excretion of the vitamin or a low resting value in the plasma. 

It appears that in infective hepatitis the mechanisms respon- 
sible for the absorption of vitamin A from the intestines, for 
its deposition in the liver, and for its release into the blood 
stream are. not always affected to the same degree. The inter- 
pretation of the results of “absorption tests” as a measure of 
the degree of injury to the liver therefore seems uncertain. 

Our thanks are due to the M.R.C. Jaundice Research Team for 
allowing us to carry out investigations on their patients, and in 
particular to Dr. M. R. Pollock for liver function tests and to 
Capt. J. A. R. Miles, R.A.M.C., for the prothrombin indices. We 
are also indebted to Dr. L. J. Harris for his valuable criticism and 
to Miss A. C. Cooper for vitamin A estimations. 
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ADDENDUM ON DARK-ADAPTATION 


In these experiments, which preceded and prompted the bio- 
chemical investigations described above, the course of dark- 
adaptation was determined by means of the Craik adaptometer 
in a group of 37 Service men with infective hepatitis. They 
were all tested within one week of admission, and serial tests 
were performed on a few patients throughout their stay in 
hospital, at intervals varying from a day to a week. An attempt 
was made to test all patients again one month after discharge, 
on their return visit from the convalescent depot ; for adminis- 
trative reasons this was possible in only 14 cases. 

Apparatus and Method.—A pea-lamp run at 2,360 K. illu- 
minates a flashed opal screen subtending 7° at the subject’s eye 
—at a distance of 2 ft. 6 in. (0.76 m.)}—through an opal window 
and a neutral wedge, which the subject moves by a long shaft. 
The position of the wedge is recorded automatically by a pencil 
on a rotating drum, plotting the logarithm of the threshold 
brightness against time. A celluloid disk with a “V” can 
also be placed in front of the screen to test form perception, 
and a red fixation point of variable brightness is provided. 
Vision is binocular with natural pupils. The brightness range 
of the instrument is from 0.0000001 to 0.01 equivalent foot- 
candles. Tests are carried out in a dark room. The subject is 
first bright-adapted for five minutes by looking at a surface of 
750 equivalent foot-candles brightness. The light is then turned 
off, and he is instructed to turn to the adaptometer and to 
keep the test light just visible by moving the neutral wedge, 
looking in the general direction of the fixation spot but not 
staring rigidly at it, as this causes local fatigue of the retina. 
In this way a continuous record is obtained in the form in 
which such results are usually plotted—namely logarithm of 
threshold against linear time. Thresholds of light perception 
are expressed as the negative logarithms of the brightness in 
equivalent foot-candles. A rise in the logarithm implies that 
a dimmer light can be perceived and that the efficiency of dark- 
adaptation has therefore increased. The final rod threshold is 
reached when the logarithm has reached a steady value con- 
sistent with maximum dark-adaptation. 

Defective Dark-Adaptation in Infective Hepatitis-—The 
results of testing an unselected group of 37 patients with 
hepatitis and 20 normal men of comparable age are shown in 
Table VI. The final rod threshold was impaired in the hepatitis 


Taste VI.—Final Rod Threshold in 37 Subjects With Infective 
Hepatitis and 20 Controls.: Mean Values . 


Days after Admission No. of Observations Final Rod Threshold 

.. 30 5-315 
xe 10 5-350 
10-19 .. 10 5-315 
20-39 whe 7 5-686 
40-59 6 5-642 
Over 60 5 5-710 
Under 20 x 50 5-332 
Over 20 . 18 5-678 
Controls 20 5-758 


patients, and no improvement in mean value was shown until 
20 days after admission. The t test of significance was applied 
to the difference between the means in the following paireg 
groups : : 


A. Under 20 days from admission 5.332 log. units 
8 


Over 20 days ,, 5.678 ,, 
B. Under 20 days _,, 
Controls —.. 
C. Over 20 days from admission i 


The comparisons A and B showed significant differences (t = 
2.695 with n= 66 and t = 5.926 with n= 68 respectively 
both giving P = 0.05). In the comparison C the difference is 
insignificant (t = 0.920 with n = 36). 

The Improvement in Dark-Adaptation during Convalescence. 
—The same conclusion may be reached from Table VII, where 


TaBLe VII.—Final Rod Threshold in 14 Subjects With Infective 
: Hepatitis : Retested in Convalescence 


. Days after Days a 
Case First Test Gmission Second Test A 
1 5-30 2 5-45 27 
2 4-95 4 5-60. 53 
3 5-10 5 5-45 47 
4 5-50 8 5-80 82 
5 5-15 1 5-60 71 
6 5-20 9 5-65 51 
7 5-30 3 5-95 66 
8 5-00 10 5-30 101 
9 5-80 2 5-60 58- 
10 5-50 3 6-00 52 
ll 5-20 - 1 5-90 69 
12 5-40 4 600 * 27 
13 5-40 2 5-75 35 
14 5-35 2 5-80 35 
Mean: 5-297 5-704 


the results for the 14 men who were retested during convales- 
cence are shown independently. The mean values for final 
threshold were 5.297 during the active stage of the disease and 
5.704 during convalescence ; and again the difference is signifi- 
cant (t = 4.892. With 26° of freedom t need equal only 2.056 
to give P = 0.05). The individual readings all improved except 
for one man whose threshold was initially within normal limits. 
An examination of the superimposed tracings of the curves pro- 
vided by these 14 patients showed slight shortening of the rod- 
cone transition time with convalescence. Although the earlier 
curves lay within the normal range the shortening in transition 
time during convalescence occurred in 11 out of 14, which 
suggests that the earlier times were in fact abnormally long for 
these individuals. The range of the observed alterations was 
from 1 to 44 minutes, with a mean of 24 minutes. No altera- 
tion in cone threshold was found. 

Dosing with Vitamin A.—Large doses of vitamin A (96,000 
units) daily by mouth were given to four subjects, not included 
in the above tables, to see whether the final rod threshold could 
be restored to normal. The results shown in Table VIII are 


TaBLe VIII.—Effects of Repeated Doses of Vitamin A (96,000 
Units Daily) On Final Rod Threshold In Patients With 
Infective Hepatitis 


Test Subjects Controls 
Days after | Total Vitamin A | Final Rod a Days after | Final Rod 
Case} Admission Received Threshold |} | ;.dmission | Threshold 
1 0 5-40 4 5-40 
A 2 96,000 5-70 1 13 5-60 
5 384,000 5-80 20 5-50 
8 672,000 ae 27 6:00 
1 0 5-20 5-40 
B 3 192,000 5-50 9 5-50 
6 ,000 5-50 2 16 5-65 
9 768,000 5-60 23 5°85 
1 0 5-10 36 5-75 
c 3 192,000 5-55 2 5-30 
5 384,000 5-75 3 11 5-50 
8 672,000 5-90 15 5-35 | 
1 0 5-40 27 5-45 
pd 2 96,000 5-60 
5 384,000 5-95 
8 672,000 6-00 


suggestive but not conclusive. Three patients returned to 
normal after eight days and the fourth improved considerably. 
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This may be contrasted with the slow recovery in the other 
patients in the series and in the three controls shown in the 
table. There are two reasons, however, for caution in inter- 
preting these results: (1) Final rod threshold is not a very 
satisfactory measurement to apply to small groups because of 
the range of individual variation, though it is believed that 
the differences shown here are too great to appear by chance. 
Again, it cannot be excluded that as a result of the greater fre- 
quency of testing in these men facilitation of response may 
have contributed to the improvement. (2) The plasma vitamin 
A was estimated chemically in three subjects, and in two of 
them the rise produced by 96,000 units of vitamin A was so 
slight that it is difficult to see how it could have improved their 
dark-adaptation. 
Discussion 

Vitamin A abnormality in infective hepatitis is associated 
with a rise of the final rod threshold and only slight alteration 
in the rod-cone: transition time. This is the type of change 
that has been found in most experiments on simple acute 
dietary avitaminosis A. 


rod-cone transition time was as marked as the impairment of 
the final rod threshold. Similarly in the recent Sheffield experi- 
ments (Med. Res. Cncl., 1945), in which volunteers were kept 
on a vitamin-A-free diet for long periods, the rod-cone transi- 
tion time was affected as well as the final rod threshold. These 
differences may be explained by the suggestion made by Hecht 
and Mandelbaum (1939) that “ it may well be that this difference 
in behaviour of the rod—cone break is purely a matter of short- 
period avitaminosis versus prolonged deprivation.” 

It has previously been pointed out that dark-adaptation is 
less satisfactory as a measure of vitamin A abnormality than 
chemical estimation. In this trial, for instance, there was no 
diagnostic impairment in individual patients, and statistical 
analysis was necessary to show the effect, whereas using chemical 
estimation of the plasma vitamin A as an index a definitely 
abnormal result was obtained in most patients. The insensi- 
tivity in measurement of dark-adaptation arises from two fac- 
tors: the range of normal variation from individual to indivi- 
dual and the wide margin of error in the same individual found 
by repeated testing on the same day. 

A second disadvantage is that dark-adaptation may be affected 
by other factors than vitamin A lack. Malingering can 
generally be detected with the Craik adaptometer, since a self- 
inconsistent record is produced, but some psychoneurosis can 
cause poor dark-adaptation (Wittkower, Rodger, Scott, and 
Semeonoff, 1941). Pyrexia is a cause which can be disregarded 
in the present series, since most of the cases had no significant 
fever. It has been suggested that raised blood bile salts might 
play a part, as bile salt is a solvent for visual purple in vitro. 
No evidence was obtained for this when one of us (K.J.W.C.), 
after dark-adaptation was complete, was given an intravenous 
injection of bile salts. The injection was given by a dim light 
while the subject wore dark goggles and the record continued 
immediately. No alteration in threshold resulted either from 
bile salts or from the control injection of sterile water. 


Summary 

The course of dark-adaptation was investigated by means of the 
Craik adaptometer in patients with infective hepatitis. ; 

The mean final rod threshold for 37 men tested within one week 
of admission to hospital was significantly impaired in comparison 
with that of 20 normal adults of comparable age. 

In 14 men retested after an interval of one month or more the 
mean final rod threshold was significantly improved. 

No alteration was apparent in cone threshold, and the rod-cone 
transition time was only slightly prolonged. 

Dark-adaptation under the conditions of this €xperiment was a 
less sensitive measure of vitamin abnormality than chemical estima- 
tion of plasma vitamin A. 


REFERENCES 


Haig, C., Hecht, S., and Patek, A. J. (1938). Science, 87, 534. 
Hec ee” and Mandelbaum, J. (1939). J. Amer. med. Ass., 112, 


Med. Res. Cncl. Vitamin A Subcommittee (1945). Nature, 156, 11. 
Wittkower, E., Rodger, T. E., Scott, G. I., and Semeonoff, B. (1941). 
British Medical Journal, 2, 571. 


In contrast Haig, Hecht, and Patek © 
(1938) found that in chronic liver disease the lengthening of the~ 


TUBERCULOUS PERICARDITIS 


BY 
HARRY KOPELMAN, M.D., M.R.C.P. 


Pericardial effusion caused by tuberculosis has always been. 


considered a rare condition, carrying with it a high mor- 
tality. Of recent years, however, more cases have been 
diagnosed as being due to tuberculosis, and doubt has been 
cast upon other cases which had previously been labelled 
rheumatic. Some of the many cases published have been 
proved to be tuberculous either during life or at necropsy, 
but in many a diagnosis has been presumed only by the 
presence of other tuberculous manifestations or by the 
absence of signs which have been taken to be rheumatic in 
origin. Thus in Harvey and Whitehill’s (1937) collection uf 
95 cases taken from 45 years of records of the Johns 
Hopkins Hospital there are 37 proved cases, 34 unproved, 
and 24 proved in which the pericardial lesion was of no 
clinical importance. The mortality varied greatly in this 
series ; in proved cases it was 83%, whereas in the unproved 
cases. it was only 6%. There was little difference in the 
characteristic signs and symptoms in the unproved group 
from those in the proved group, and it was on these signs 
that the clinical diagnosis was achieved. These groups were 
further subdivided into those with large pericardial effusion 
and those without effusion, and while in the proved group of 
37 cases 20 had effusion, in the unproved group 31 of the 
34 cases had large effusions. In Ellman’s (1945) excellent 
paper on this subject he quotes six cases, and, again, 
although the clinical picture and progress are strongly 
suggestive of tuberculous pericarditis, in three cases the 
diagnosis was not proved. ; 

In all these series of cases in which the diagnosis has 


been tuberculous pericarditis with effusion the following . 


features have been taken to be characteristic of the clinical 


‘picture: (1) no enlargement of the heart; (2) no gross 


murmurs or murmurs indicative of valvular involvement ; 
(3) no rheumatic manifestation ; and (4) no past or family 
history of rheumatism. In addition, there was no marked 
anaemia, an insidious onset, no leucocytosis, and, although 
the effusion might be large, the symptoms, especially pre- 
cordial pain, were not marked. 

Massie and Levine (1939) investigated 135 cases of rheu- 
matic pericardial disease diagnosed by the presence of 
pericardial rub or pericardial effusion. They found that 
110. cases had definite arthritis or arthralgia, one case had 
chorea, and 17 of the others had a past history of one or 
more attacks of rheumatic fever, sore throat, or a family 
history of rheumatism. On the other hand, of the 82 
cases followed up for a period of seven years one-third 
had no evidence of any organic heart disease. Although 
Sheldon (1946) has recently published six cases demon- 
strating tuberculous arthralgia, acute rheumatism with 
serositis, and chronic rheumatism, this should not confuse 
the diagnosis with that of rheumatism if the criteria of the 
small heart, etc., are taken into consideration. While 
dealing with the differential diagnosis of tuberculous and 
rheumatic pericardial effusion it is also of interest to note 
that in Harvey and Whitehill’s (1937) series several cases 
developed auricular fibrillation when the effusion was 
maximal, and that there was no evidence of myocardial 
involvement clinically or in those cases which came to post- 
mortem examination. In addition, these cases appeared 
particularly susceptible to digitalis, heart-block occurring 
with relatively small doses. _ 


— 
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Pathology 
Primary tuberculous pericarditis in the strictly patho- 


logical sense of the word is a very rare condition, and in © 


the previously quoted series only one case at necropsy 
appeared to have the pericardium as the sole site of infec- 
tion. On the other hand a pericardial effusion as a ‘first 
clinical manifestation of active tuberculosis is not so 
uncommon. Although Blatt and Greengard (1928), after 
an extensive search of the literature, claimed their case of 
a child of 9 years as the youngest in which this condition 
had been diagnosed during life, one of the cases described 
below occurred in an infant of only 18 months. 

Reisman (1901) described four means by which the peri- 
cardium might be affected: it may form part of a general 
miliary process, or part of a serous membrane tuberculosis, 
or be an extension from neighbouring structures, or, finally, 
develop independently. It seems generally agreed that the 
pericardial sac is relatively immune in a general miliary 
spread, and it appears that if miliary spread is present it is 
probably subsequent to the pericardial lesion. In most 
cases of tuberculous pericarditis involvement of the medi- 
astinal glands has been demonstrated and it is probable that 
the pericardial lesion followed as a result of lymphatic 
spread. In one case described by Seligman and Lederer 
(1940) the pericardium was involved as a result of rupture 
of a caseous lymph node draining a Ghon lesion. This 


must, however, be as uncommon as pericardial involvement 


from the lung or the pleura. 

Once the pericardium becomes infected the subsequent 
progress may follow the course taken by a case described 
by Barrett and Cole (1944). In this case there was increasing 
effusion with cardiac embarrassment lasting four months, 
followed by a phase of decreasing effusion with temporary 
recovery lasting three months, and, finally, increasing thick- 
ening and fibrosis of pericardium leading to congestive 
failure and death in three months. Although this may be the 
usual course in fatal cases, those that recover may have an 
effusion which is far more transient and which, with 
absorption of the fluid, gives rise to no residual signs or 
symptoms of pericardial involvement. It is in this type of 
case that the diagnosis is so difficult to prove, and most of 
the described cases have not been completely proved. 
In Barrett and Cole’s case a guinea-pig inoculated with 
pericardial fluid lived from April 28 until Oct. 8 (over five 
months) and appeared ill only a short time before death. 

The age incidence of tuberculous pericarditis varies in 
the many cases reported. In Ellman’s (1945) cases with 
effusion the ages ranged mainly between 20 and 35 years. 
In Heimann and Binder’s (1940) 31 cases among Bantu 
patients the ages of those with large pericardial effusions 
ranged between 20 and 40 years. Another series, however, 
collected as primary tuberculosis of the pericardium, as 
judged by post-mortem examination, with the pericardium 
having the main or oldest tuberculous lesion (Thompson, 
1933), the average age was 69.5 years (the range was 49 to 
84) in the 28 cases described. These cases showed a patholo- 
gical picture of adhesive caseous tuberculosis and a clinical 
picture of an insidious onset, cardiac enlargement, accom- 
panied by a rapidly progressive and unexplained condition 
of cardiac insufficiency, together with pyrexia and wasting. 

In the four cases described below only one is proved to 
be tuberculous, in two there is strong circumstantial evi- 
dence which makes the diagnosis probable, while in the 
fourth case there is a clinical picture which strongly 
suggests a tuberculous aetiology. 


Case 1 


_ A male child aged 18 months was admitted to hospital, into 
an adult female ward, on Aug. 25, 1945, with an impetiginous 


rash over most of his body and two abscesses on his skull, 
Apart from a haemangioma the size of a shilling on the right 
side of the forehead nothing abnormal was found on\ 
clinical examination. The impetigo was treated with Penicillin 
cream; the abscess was incised,’ and a penicillin-sensitive 
haemolytic streptococcus was grown. Sulphamezathine—in all 
11 g.—was given. Under this treatment the condition soon 
subsided, and he became a great favourite in the ward. This 
unfortunate child, who had been in a very neglected and di 

condition on admission, was not wanted by his parents, and, 
with their consent, arrangements were made for his admission 
to a suitable home. As is usual in these affairs, coupled with 
the fact that he had become a great favourite with the patients 
and the nursing and medical staff, the matter was not treated 
urgently and some weeks passed before the necessary arrange- 
ments were completed. By the first week of November, 1945, 
some 11 weeks after admission, he began to get irritable, the 
temperature ranging between 99° and 100° F. (37.2° and 
37.8° C.), with a pulse of 110-120. Finally, on Nov. 10, 1945, 
his temperature rose to 104° F. (40° C.) and his pulse to 


140-150. 


On examination both drums were injected, especially the 
right, which showed some bulging, and myringotomy was 
performed. A course of sulphathiazole was started. Next 
day the patient looked much better, but subsequently he con- 
tinued to run a swinging temperature of 100°-101° F. (37.8°- 
38.3° C.) and a tachycardia of 150-160 ; there was no evidence 
of bronchopneumonia, and his drum now showed a dry per- 
foration. On Nov. 15 his condition was unchanged, but during 
the day there was a steady rise in the respiration rate to 50, 
and examination showed an area of dullness over tve front of 
the chest. - The liver was enlarged and tender, and the tip of the 
spleen was palpable. ‘‘e heart sounds were somewhat 
diminished in intensity. A radiograph of the chest confirmed 
the presence of a large pericardial effusion. Full doses of 
parenteral penicillin were started ; it was thought that this was 
an infective condition secondary to that of his ears. 

Pericardial paracentesis was performed under paraldehyde 
and local anaesthesia, the needle being inserted between the 
apex beat, which was normal in position, and the outer border 
of the area of cardiac dullness. With some ease 130 ml. of fluid 
were withdrawn and a little air replaced. The fluid was clear 
and pale amber green. Examination showed practically 100% 
small lymphocytes ; no organisms were seen on direct smear and 
ordinary culture was negative. A guinea-pig was inoculated with 
the fluid on Nov. 20. After aspiration there was a dramatic 
improvement in his general condition, his pulse dropped to 
120 and his respirations from 60 to 35. This was not main- 
tained ; there was a gradual deterioration in his condition and 
aspiration was repeated on Nov. 22. This time 160 ml. of fluid 
were removed and 10,000 units of penicillin instilled. There 
was little improvement after this and his condition remained 
unchanged except that both clinically and radiographically the 
effusion appeared to be getting smaller. Penicillin therapy was 
discontinued on Nov. 26. His condition deteriorated further, 
and on Nov. 30 pericardial aspiration was again attempted. This 
time it was obvious that the effusion was much smaller and that 
the pericardium was much more resistant to penetration, and it 
was only with difficulty that 60 ml. of blood-stained fluid were 
aspirated: In both these pericardial fluids no organisms were 
found and the cells were practically 100% lymphocytes. The 
white blood cell counts were as follows: 


Date White Cells Polymorphs | Lymphocytes | Mononucleats 
Nov. 12 13,200 499 40% 6% 
21 22,400 419 56 3 
45,280 53% 3605 


The haemoglobin was 55%, the red cells numbered 4,940,000 
per c.mm., and the colour index was 0.56. On Nov. 24 the 
Mantoux test (1: 100,000) was negative, and on Nov. 29 it was 
doubtful positive (1: 10,000). 

The patient’s condition remained unchanged, the pulse was 
still around 130, respirations 40, and temperature normal. By 
Dec. 18 there was considerable oedema of the face and eyes 
and puffy swelling of the legs, which did not pit on pressure; 
there was also some distension of the abdomen. By Dec. 23 
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this ocdema .had improved and a radiograph of the chest on 
Dec. 27 showed a bilateral pleural efiusion, with a marked 
diminution in the pericardial effusion. His condition remained 
unchanged and oedema recurred. He became much worse on 
Jan. 2, 1946, and died the next day. 

Post-mortem examination showed a grossly thickened peri- 
cardium loosely adherent to a normal-sized heart. The peri- 
cardium was 1 cm. thick and appeared fibrous. Sections 
showed tubercles in this tissue. There was an area the size 
of a shilling of a breaking-down caseous lesion in the lingula 
of the left lung and caseation of the mediastinal glands im- 
mediately adjacent to the pericardium. There was a recent 
miliary spread in the lungs, liver, and spleen. 

The guinea-pig was killed on Feb. 5. It had appeared rela- 
tively well until this time, but there was evidence of tuberculous 
infection when it was examined post mortem. 

; Case 2 

A soldier in the Royal Pioneer Corps aged 20 was admitted 
to hospital on March 6, 1945, complaining of breathlessness, 
pain in the chest, and cough. These symptoms gradually 
developed during the past four weeks while undergoing train- 
ing in the Army. During the past two weeks he noticed that he 
was becoming increasingly breathless and that he had a pain 
below the right nipple which was worse at night and on cough- 


ing. He had also had a cough for some three weeks which was: 


non-productive. He had no pain in any limb, but had an ache 
across the left shoulder for the last two or three days, which was 
worse on movement. There was no history of rheumatic disease. 
On examination the temperature was normal, pulse 115, and 
respirations 25. He was sweating, with no obvious joint involve- 
ment, and the left shoulder movements were full. Cardio- 
vascular system: Pulse was of poor volume, blood pressure 
110/85. The apex beat was not palpable ; it was ? 4 in. (10 cm.) 
from the midline in the fifth intercostal space. The area of 
cardiac dullness was greatly increased and extended to the right 
two fingerbreadths from the edge of the sternum and approxi- 
mately 5 in. (12.5 cm.) from the midline, although the left border 
was difficult to determine owing to dullness on percussion at the 
base of the left lung. The heart sounds were very distant and 
best heard just within the nipple line, where they were accom- 
panied by a soft systolic murmur. Pericardial friction rub 
was audible over most of the praecordium, with maximum 
intensity around the left fourth costal cartilage. Chest: There 
was dullness to percussion below the sixth rib on both sides, 
with marked diminution of air entry ; some rales were present. 
Abdomen: The liver was enlarged three fingerbreadths below 
the costal margin. The spleen was not palpable. There was 
no ascites or oedema. After resting in bed for some hours 
the pulse improved in volume and marked pulsus paradoxus 
became apparent. 
Progress.—The pulse became irregular and the pericardial rub 
disappeared but returned again on March 12. On March 14 
the blood sedimentation rate was 27 mm. in 1 hour, cell volume 
45%, corrected to 27 mm. The Mantoux reaction was negative 
1: 10,000. The patient continued to improve but had some 
dysuria, and on March 25 the temperature rose to 102.8° F. 
(39.3° C.). A radiograph of the chest showed collapse of the 
left base as well as a large pericardial effusion. On April 6 
the Mantoux reaction was positive 1: 10,000. On April 20 
pleural friction rub appeared in the right axilla and lasted five 
days. His condition remained unaltered; he still showed 
pulsus paradoxus and appeared very depressed mentally. 
During this time he had occasional pain in the chest, but by 
May 23 this had disappeared and he was then feeling much 
better. On May 29 a radiograph of the chest showed the peri- 
cardial shadow to be much smaller, and there was marked im- 
provement in his pulse rate and general condition. The im- 
provement continued until June 13, when he again did not feel 
so well, the pulse volume was poor, and pulsus paradoxus 
recurred. A radiograph showed that the pericardial shadow 
was much larger. The blood pressure was 100/70. His 
condition continued unchanged until July 1, when there was 
obvious absorption of the pericardial effusion. He improved 
until July 25, when he was discharged to a convalescent home, 
with only a very small pericardial effusion. He finally made a 
complete and uninterrupted recovery with no residual peri- 
cardial lesion. 


Case 3 

An unmarried woman aged 39 attended hospital on Aug. 8, 
1945, complaining of pain in the left shoulder and right chest 
for three weeks. There was no cough but some dyspnoea on 
exertion. She had had a hysterectomy in 1944 for fibroids. 
There was no history of pleurisy or rheumatic fever, and no 
family history of tuberculosis. Pain in the right lower chest 
had developed three weeks previously ; it had been worse on 
deep breathing and had lasted about two days. It was replaced 
by aching pain in both shoulders diagnosed as fibrositis, and she 
was feeling out of sorts. 

On examination the apex beat was 34 in. (8.75 cm.) from the 
midline in the fifth intercostal space. There was impairment 
of the percussion note at the left base, with diminution of breath 
sounds. The heart sounds were normal and there were no 
murmurs, but at the base to the left of the sternum a to-and-fro 
pericardial rub could be heard. The blood pressure was 120/80 
and the pulse of good volume. The temperature on admission 
was 101° F. (38.3° C.), pulse 90, and respirations 20. A radio- 
graph of the chest on Aug. 8 showed an enlargement of the 
heart shadow on both sides. The liver and spleen were not 
palpable. There was no oedema. 

Progress.—Next day it became clinically obvious that the 
area of cardiac dullness had extended considerably beyond the 
apex beat, and a radiograph of the chest showed a large peri- 
cardial effusion with some pneumonic consolidation of the 
lingula of the left lung. For the next three days, until Aug. 12, 
the pericardial effusion increased in size, the temperature re- 
mained around 101° F. (38.3° C.) and the pulse at 90, and she 
had pain over the praecordium. The area of cardiac dullness 
extended to the mid-axillary line and upwards to the second 
rib. The pulse was of poor volume, the apex beat was not 
palpable, and the heart sounds were diminished in intensity. A 
Mantoux test on Aug. 10 was positive 1 : 1,000 olti tuberculin. 
After Aug. 13 the temperature settled to normal, the pulse to 
72, and there was daily improvement in her general condition. 
It became clinically obvious that the area of cardiac dullness 
was rapidly diminishing, and by Aug. 28 it was practically back 
to normal heart outline. A radiograph on Aug. 22 showed the 
heart shadow to be normal in size, shape, and position. The 
patient’s general condition improved considerably, and a heart 
examination on Sept. 7 showed the apex beat 34 in. 
(8.75 cm.) from the midline in the fifth space ; the sounds were 
clearly heard, and there were no murmurs. When last seen on 
Oct. 12, 1945, in the out-patient department her pulse was 84 
and regular, there was no enlargement of the heart, and no 
murmurs. 

Subsequent Progress——She was readmitted to the County 
Hospital, Farnborough, in November, 1945, with left pleural 
effusion. Aspiration showed this to be typically straw-coloured 
tuberculous effusion, although no tubercle bacilli were actually 
seen in the fluid. 

Case 4 


A boy aged 11 was admitted on Nov. 18, 1941, with pain in 
the epigastrium and right hypochondrium of two days’ duration. 
This had been accompanied by vomiting and diarrhoea on the 
day of admission. During the previous five days there had 
been an unproductive cough accompanied by some mild 
headache, but he had been relatively well until the onset of. 
abdominal pain. The previous medical history revealed nothing 
relevant. 

On examination he looked pale and ill. his temperature was 
102° F. (38.9° C.), pulse 120, and respirations 32. The heart 
sounds were muffled, with dullness at both bases, especially 
the left, where there was marked diminution of air entry.. The 
abdomen was tender in the right epigastrium and there was 
marked guarding of the right upper rectus. X-ray examination 
confirmed a diagnosis of a large pericardial effusion. On Nov. 20 
the heart sounds were more muffled, dullness extended from 
the right nipple to 1 in. (2.5 cm.) outside the normat left border 
of 3 the heart, and there was rigidity over the whole of the 
epigastrium. 

Full doses of sodium salicylate were given with no effect. 
Sulphapyridine was substituted. An enema relieved the ab- 
dominal distension, and the liver was palpable three finger- 
breadths below the costal margin. On Nov. 24 a pleuro- 
pericardial rub developed and his white cell count was then 


- 101° and 102.8° F. (38.3° and 39.3° C.). 
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6,560 (54% polymorphs). After four days on sulphapyridine 
there was no response and the temperature still ranged between 
It was stopped after 
13 g. had been given. By Dec. 4 the general condition was 
obviously better and there was decreasing cardiac dullness on 
the left ; by the 12th the apex beat became palpable and showed 
no enlargement, the heart sounds were clearly audible, and 
there were no murmurs. There was still some tenderness of 
the liver, which was palpable, and a radiograph of the chest 
showed marked diminution in the size of the péricardial effu- 
sion. The patient was discharged to a convalescent home on 
Jan. 17, 1942. In a radiograph of the chest taken before his 
discharge from the home the heart shadow appeared to be 
normal. 

When seen subsequently as an out-patient there was no en- 
largement of the heart, no murmurs, the sounds were clear and 
normal, and there was*no tachycardia. There were, however, a 
fixed apex beat, dilated veins in the neck, and a palpable liver. 
Constrictive pericarditis was diagnosed. He was afterwards 
seen several times as an out-patient, when it was apparent that 
the engorgement of the neck veins and the liver enlargement 
were becoming less, and on April 11, 1946, when he was 
admitted to hospital for dental extraction, there was no evidence 
of cardiac involvement, his pulse was regular, the apex beat was 
34 in. (8.75 cm.) from the midline in the fifth space, the sounds 
were normal, and the blood pressure was 130/80. A radio- 
graph of the chest showed a normal heart in shape and position, 
and no pulmonary lesion was seen. 

This boy showed no rheumatic manifestations, no ‘response 
to salicylates or sulphonamides, no cardiac enlargement, and 
no subsequent cardiac manifestations. 


Case 1 shows the development of a large pericardial 


effusion in a child of 18 months. The rapidity with which 


the pericardium contracted down and became thickened 
was very marked. This was almost certainly a primary 
infection, as the child had been in the ward for some weeks 
previously and during this time a case of open tuberculosis 
had been admitted for a short period. As has been noted 
by others the guinea-pig test may take several months to 
develop—five months in Barrett and Cole’s (1944) case— 
and in some cases it may be negative and yet at necropsy 
or operation the aetiology be proved (Suzman, 1943; 
Sellors, 1946). In this case the guinea-pig survived for 
three months after inoculation. The patient had died before 
In Case 2 the clinical picture is typical of this condition 
without rheumatic manifestations of cardiac involvement. 
The Mantoux reaction changed from negative to positive 
during the course of the illness. In Case 3 the subsequent 
development of a typical tuberculous pleural effusion makes 
it likely that this was the cause of the pericardial effusion. 


' In this case there was great rapidity in‘the development and 


absorption of the effusion, the whole process taking little 
over two weeks. The fourth case shows no real evidence 
of a tuberculous aetiology, but there was marked absence 
of any rheumatic or cardiac manifestations and there was 
no response to salicylate treatment. Boas and Ellenburg 


(1940) claim that in rheumatic pericardial effusion sali- 


cylates in large doses produce a prompt relief in the general 
condition of the patient and a more rapid absorption of the 
effusion, although the actual. endocardial involvement is 
not affected. 

It is suggested that tuberculous pericardial effusion may 
be a commoner condition than previously diagnosed and 
that its prognosis is not nearly as bad as has been apparent. 
It may be argued that in many of the cases which have 
been quoted, including three of the four cases described, 
the actual causation has not been proved, and it is these 
improved cases which carry the best prognosis. This is 
similar to the position with regard to the so-called idio- 


pathic pleural effusion in which the direct evidence: of 
infection by the tubercle bacillus may be extremely difficult 
to prove, and yet follow-up of cases indicates that Most of 
these are tuberculous in aetiology. The difficulty in provi 

an effusion to be tuberculous may further be stressed by 
the duration for which guinea-pigs survive. In Case 1 the 
guinea-pig survived long after the patient was dead, and in 
other cases (Suzman, 1943; Sellors, 1946) the guinea-pig 
test was negative, although subsequently at necropsy or 
operation the lesion was shown to be tuberculous. i 

in Harvey and Whitehill’s (1937) series of 13 proved cases 


in which paracentesis was performed five showed no eyj. ' 


dence of tubercle bacillus by examination or guinea-pig 
inoculation. 


The analogy between pericardial and pleural effusion 
may be taken further ; thus a large pericardial effusion may 
be a late primary tuberculous manifestation occurring 
in younger subjects secondary to mediastinal gland involve. 
ment. In these cases the tubercle bacilli would be scanty 


and difficult to demonstrate. The pericarditis may, how. - 


ever, progress to caseation and death, producing a condition 
similar to that which occurs in later life but terminates jp 
an adhesive caseation. This would account for the higher 
age incidence in this latter type of ease and for the higher 
mortality of those cases which prove easy to establish as 
tuberculous. 

All cases of ‘pericardial effusion without joint or other 
rheumatic manifestations should be considered as poten- 
tially tuberculous. Especially is this so when the heart itself 
remains small, though this may be difficult to determine 
with a large and radio-opaque effusion. In these cases 


paracentesis and air replacement is of great value in - 


allowing the heart outline to be visualized. The value of 
pneumopericardium as a therapeutic measure in preventing 
pericardial adhesion and fibrosis is considered by some, 
however, to be slight. The fluid aspirated is usually similar 
to that of the pleural effusion, but may be blood-stained, 
the usual predominating cell being the lymphocyte. There 
are of course many other causes of pericardial effusion, and 
Smith and Willius (1932) in sorting 373 cases of pericarditis 
into adherent pericarditis, calcification of the pericardium, 
and pericarditis with effusion found that there were 113 in 
the latter group—77 were acute purulent and 30 were 
fibrinous, and only three were tuberculous and three of 
non-inflammatory origin. The fibrinous pericardial effu- 
sions were mainly secondary to intrathoracic infection, but 
even then nine of these cases might very well belong to the 
group now under discussion. 

With regard to the development of Pick’s disease it has 
been suggested that in the healing of such a pericardial 
effusion constrictive symptoms may develop and that as 
the process is one of healing there may be no pathological 
lesion resembling a tubercle left in the fibrous pericardium. 
Thus Norris (1911) collected 1,780 cases of tuberculosis of 
which 82 showed tuberculous pericarditis, but in only 32 
were actual tubercles seen, while in the others no tubercles 
or any other demonstrable aetiology could be found. If 
this was so it would account for Smith and Willius finding 
tuberculosis present in only 2:1% of the 373 cases of Pick’s 
disease examined. 


Summary 

Four cases are described. Only one case is bacteriologically 
proved tuberculous, although the others strongly suggest 4 
similar aetiology. 

The proved case was that of an infant of 18 months in whom 
the pericardial effusion was the presenting clinical feature ; the 
condition was diagnosed, although not proved, during life. 

It is suggested ‘that tuberculous péricardial effusion may be 2 


commoner condition than has been previously recognized and 
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that it may be insidious in its onset, transient in its course, and 
complete in its resolution. It is also suggested that in some 
cases it may be a late primary tuberculous manifestation and 
analogous to pleural effusion. . 

The difficulty in proving the aetiology is stressed and the 
value of pneumopericardium in allowing the heart outline to be 


- visualized is noted. 


Guinea-pigs inoculated with pericardial fluid may survive 
for many months before showing signs of disease, and much 
longer than the conventional six weeks is required before 
passing judgment. 

Gross pericardial thickening may develop in a relatively short 
space of time, and this relationship with Pick’s disease is 
considered. 


All cases of pericardial effusion with a small heart and 
absence of rheumatic manifestations should be considered as 
potentially tuberculous unless proved otherwise. 


I should like to express my thanks to the physicians of St. George’s 
Hospital for permission to publish these cases and for their helpful 
advice. 
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MEDULLARY SUPRARENAL 
CHROMAFFINOMA PRODUCING 
MALIGNANT HYPERTENSION 


BY 


DAVID GUTMANN, M.D. 
Assistant Physician, Lister Emergency Hospital, Hitchin, Herts 


The following case of medullary suprarenal chromaffinoma 
(phaeochromocytoma), with presenting features of inter- 
mittent attacks of paroxysmal hypertension and vasomotor 
crises, ending in malignant hypertension with uraemia as 
the cause of death, seems worthy of record. 


Case History 


A married woman aged 38 was admitted to hospital on 
Oct. 13, 1944. She complained of cough with sputum of 
several years’ duration, and attacks of dyspnoea, chiefly at 
night. These usually started with a feeling of discomfort in 
the lower abdomen, followed by nausea and shivering, severe 
palpitation, sensation of constriction in the chest, profuse 
perspiration, pain behind the eyes, and marked tremor of the 
hands. The patient was kept under close observation and was 
examined during and between attacks, which occurred: about 
every third day. The following is a brief description of a 
typical one. 

The attack was induced by the patient’s turning on the right 
side whilst lying in bed. She became restless. trembled, was 
very excited and talkative, and sweated so profusely that her 
underclothing was drenched with perspiration. There was pro- 
nounced tachypnoea and some dyspnoea and pallor, with 
cyanosis of the lips. ears, cheeks, hands, and forearms. The 
forearms and legs were cold and white and the fingers and toes 
cyanotic. 


palpable, but in both dorsalis pedis and the popliteal and 
femoral arteries it was feeble. 
approximately 130—but regular. 


The pulse rate was rapid— 
The blood pressure was 


Pulsation of the brachial and radial arteries was. 


300/170. The pupils were much dilated; the temperature 
was in the region of 100° F. (37.8° C.) and the urine contained 
albumin and sugar. Neck: The thyroid was not enlarged ; 
there was no lymphadenitis ; the trachea was central ; there 
was no venous pulsation or engorgement. Chest: Signs of 
disease were absent save for a few scattered rales and rhonchi at 
both bases. Heart: This was slightly enlarged to the left. 
The cardiac impulse was forcible and diffuse and the sounds 
were normal. Abdomen : There was some fullness and marked 
tenderness below the right costal margin, but no rigidity in the 
right hypochondrium. Dullness to percussion was present over 
an area of about 24 in. (6.3 cm.) in this region. The liver 
and spleen were not palpable. C.N.S.: Some oedema was 
observéd round the eyes, which watered profusely. The pupils 
were dilated, but reacted promptly to light and accommodation. 
The retinae showed bilateral papilloedema, greater on the left 
side than on the right, and multiple haemorrhages and discrete 
exudates. The reflexes were brisk. Theré were marked dermo- | 
graphism and tremor of the fingers, tongue, and upper lids. 
There were no other abnormalities. 


The urine passed during an attack was copious, clear, and 
almost watery in colour, with a specific gravity varying between 
1004 and 1010. It contained a slight trace of albumin and 
sugar (0.1 and 0.2%). The average duration of an attack was 
about half an hour. 

After the attack the patient, though exhausted, was calm 
and placid, talking slowly and normally. The cyanosis and pallor 
soon disappeared, the skin became dry and the pulse slow 
(approximately 72), and the blood pressure fell below normal, 
varying between 90 and 100 systolic and 70 and 80 diastolic, 
only to rise slowly to about 200/120, which was her usual blood 
pressure between attacks. It remained fairly constant at that 
level until a further attack occurred, when it abruptly rose 
again to 300/170. 


From the history and from physical examination during and 
after attacks a preliminary diagnosis of medullary suprarenal 
chromaffinoma was made. That it was on the right side was 
suggested by the fullness present below the right costal margin 
and by the fact that the attacks were precipitated by turning on 
to that side. There were no symptoms or signs indicating 
involvement of the cortex in the way either of hyperfunction 
resulting in “adreno-cortical syndrome” or of hypofunction 


‘resulting in Addison’s syndrome. 


‘Ancillary investigations were carried out with the following 
results. 

A catheter specimen of urine after an attack showed : 
specific gravity, 1008; albumin, slight trace; sugar, 0.2%; 
deposit, occasional leucocytes, epithelial cells, a fair number 
of erythrocytes, hyaline and cellular casts; culture, sterile. 
Blood urea was 54 mg. per 100 ml. From a urea-clearance 
test the renal function appeared to be 34% of the avérage 
normal maximum clearance and 24% of the average standard 
clearance. The glucose-tolerance test showed diminished 
tolerance, as the fasting blood sugar was 150 mg. per 100 ml. ; 
3/4 hr. after 50 g. of glucose, 270 mg. ; and in another 3/4 honr, | 
260 mg. Lumbar puncture revealed cerebrospinal fluid under 
normal pressure. This was clear and colourless and contained 
| lymphocyte per c.mm. ; protein, 30 mg. per 100 ml. ; sugar, 
130 mg. per 100 ml. ; and chlorides, 740 mg. per 100 ml. The 
Queckenstedt test was positive. 


Radiological examination of the skull showed no evidence of 
abnormality. The pituitary fossa was rather small, but the 
clinoid processes appeared normal. Radiographs of the chest 
revealed some fibrosis in both lungs probably due to old healed 
tuberculous infiltration. Bronchial thickening was present at 
both bases. 

X-ray examination showed that the heart was globular in 
shape, suggestive of concentric hypertrophy of heart muscle 
without dilatation. An electrocardiogram revealed depression 
of S-T intervals in all leads, but otherwise it was within 
normal limits. Intravenous pyelograms showed that the kidneys 
were normal in size and position. Both excreted well. 
was no evidence of any organic lesion in the urinary tract. No 
suprarenal calcification was found, but there was a depression 
in one calix of the right kidney, probably due to external 


pressure and suggesting that the tumour was on the right side. 


There 


— 
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The erythrocyte sedimentation rate was 59 mm. in 1 hour 
(Westergren). The white cells numbered 12,700, with a normal 
differential count. The Wassermann and Kahn reactions were 
negative. 

As these clinical. investigations strengthened the diagnosis of 
a right suprarenal chromaffinoma, it was decided to perform 
an exploratory laparotomy. Before this could be done, however, 
the patient had another severe attack, which proved fatal. 

Post-mortem examination.—This was carried out at Charing 
Cross Hospital on Dec. 5, 1944, and the report by Dr. Vines 
was as follows. “Brain. No abnormality was found. The 
pituitary appeared normal. Thorax: Lungs: Both lungs 
showed some emphysema and chronic bronchitis ; they, were 
closely bound to the thoracic wall by chronic fibrous adhesions. 
In both lungs there was extensive patchy fibrosis at the apices, 
but no active tuberculosis was seen. Heart: There was gross 
hypertrophy of the left ventricular wall. The tone of the 
muscle was good. The aorta was rather small and some early 
atheroma was present. Abdomen: The only pronounced 
changes were seen in the kidneys and the right adrenal. In the 
latter there was a spherical tumour about | in. (2.5 cm.) in 
diameter projecting forwards. It felt soft and almost cystic, 
and was not incised. It did not appear io infiltrate, and no 
metastatic deposits were found. In both kidneys the cortical 
band was reduced in width and the capsules were adherent, 
leaving a finely granular surface. In the lower two-thirds of 
the right kidney there were numerous areas of cortical necrosis 
suggestive of malignant hypertensive changes ; the total changes 
in the kidneys suggested uraemia as the ultimate cause of 
death.” 

Histological examination of the adrenal tumour revealed a 
fairly typical medullary chromaffinoma. In accordance with the 
clinical evidence and the presence of an actively secreting 
tumour, the kidneys histologically showed well-marked hyper- 
tensive changes with arteriosclerosis and necrosis. Although 
the adrenal tumour should have been easily removable, in view 
of the extensive renal damage it is unlikely that the patient 
would have survived operation. 

There are, of course, reasonable grounds for belief that 
the accessory chromaphil bodies also secrete adrenaline. 
It is not surprising, therefore, that similar tumour masses 
should be found associated with one or other of these 
bodies anywhere in the sympathetic autonomous nervous 
system, causing similar paroxysmal attacks of hypertension. 
For instance, cases of paroxysmal hypertension associated 
with tumours of the carotid sinus and carotid body and 
also of the aortic bodies have been reported. The structure 
and function of both are probably identical. They consist 
of masses of glandular-looking cells arranged in charac- 
teristic clumps resembling those of chromaphil cells. Such 
a tumour of the carotid sinus or carotid bodies has often 
been mistaken for an enlarged cervical gland. 

In essential hypertension cerebral hypertensive crises may 
simulate paroxysmal hypertensive attacks such as I have 
described. It is important to remember these occurrences 
in order that errors of diagnosis, and thus of treatment, 
may be avoided. 


Summary and Conclusions 


A case of medullary chromaffinoma of the right adrenal 
medulla in a woman aged 38, diagnosed during life, is reported 
and the syndrome discussed. The patient, unfortunately, died 
from secondary malignant hypertension and uraemia before 
operation could be performed. The history of the case and 
the results of various examinations conducted during and after 
attacks are described. 

The symptom-complex was caused by a tumour of the right 
adrenal medulla which consisted of adrenaline-secreting 
chromaffin cells discharging into the blood paroxysmally, 
though possibly also constantly, small quantities of adrenaline. 
This caused hypertension with periodic exacerbations to very 
high levels—sometimes to over 300 mm. Hg—glycosuria, and, 
when the kidneys became ischaemic, albuminuria and uraemia. 
The vasomotor crises were also dye to a discharge of adrenaline 
into the blood stream. 


The treatment is removal of the tumour, but this js likely to 
be successful only if it is recognized early and before Permanent 
changes in the kidneys have occurred. The tumour, as jn 
present case, is seldom malignant and is usually unilateral It 
can therefore be concluded that a certain proportion of al] conn 
of paroxysmal hypertension are’ due to a hyperfunctionj 
medullary tumour. In this case there was evidently grogg 
hyperfunction, but cases also occur in which the tumour is less 
active and the symptoms correspondingly less Pronounced, 

Within the past few years a number of tumours of chromaphil 
tissue have been reported, some authenticated at necr 
others actually removed surgically with beneficial results. 


I have to thank Dr. P. J. W. Mills, medical superint 
Lister Emergency Hospital, Hitchin, for permission to publish this 
case; Dr. H. W. C. Vines for the post-mortem and histological 
findings; Dr. J. W. Linnell and Dr. A. A. Cunningham for their 
kind encouragement; and Dr. C. Hilliard and Dr. M. Brown 
and their technical staffs for the radiological and pathological 
investigations respectively. 
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A CASE OF PHAEOCHROMOCYTOMA 


BY 
J. M. K. SPALDING, B.M., B.Ch. 


The surgical removal of a chromaffin tumour or 


phaeochromocytoma of the adrenal medulla is rare enough 
to warrant the report of a recent case. 


Case History 


The patient, a 24-year-old secretary, was admitted on June 4, 
1945, under the care of Prof. Ellis, complaining of blurring of 
vision and of attacks of upper abdominal pain and vomiting 
with palpitations and headache. There was nothing relevant 
in her past history. The attacks began two years before 
admission and at first recurred about once every four weeks. 
They became gradually more frequent, and on admission she 
was having one or more daily. Immediately before an attack 
she had a premonition that it was about to occur. She then 
felt a burning pain in the epigastrium, followed by severe 
headache, nausea, and often vomiting. She had severe palpita- 
tions, “as though her heart would burst through her ribs,” her 
hands and face became pale, and she felt cramp-like pains in 
the limbs. The attacks occurred at any time of the day or 
night and usually lasted 10 to 20 minutes, but might last an 
hour. On three occasions she had lost consciousness. After 
an attack she felt weak, her arms and face were flushed, and 
she had a sensation of “ pins and needles” in her arms. Five 
months before admission she was examined elsewhere and found 
to have a raised blood pressure. The fundi and urine were 
normal, but the cerebrospinal fluid contained 80 mg. of protein 
per 100 ml. No record of the pressure of the cerebrospinal 
fluid at this time was available. She was noted as unduly 


excitable and her condition was dismissed as functional, @ 
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j is for which there was ample foundation in her social 
amg Four weeks before admission she first noticed blurring 
of vision in the right eye immediately after an attack, and two 
weeks later the left eye was similarly affected. ss 

inati was “nervous” and anxious to demon- 

On examination she ne 

al findings apart from the blood pressure, fundi, an 

ond demonstrable enlargement of the heart 
or peripheral arteries. Blood-pressure readings between attacks 
ranged from 120/80 to 250/170, and during attacks from 230/ 
135 to 300+ /205 mm. Hg. Prof. Mann reported on the fundi : 
“The ophthalmic condition resembled that seen in albuminuric 
retinitis in that there were numerous flame-shaped haemor- 
rhages, fluffy patches of exudate, and a well-marked macula fan, 
with slight blurring of the disk but no true papilloedema. The 
condition was not absolutely typical in that the arteries, which 
were all reduced to threads, were narrower than is normal in 
albuminuria.” The urine consistently contained a trace of 


protein, and its specific gravity varied from 1008 to 1024. 


She had frequent attacks after admission, and a moderately 
severe one was followed in detail. It began while the patient 
was sitting quietly in a chair. When seen three minutes later 
she looked pale and her respirations were deep and rapid. The 
cardiac impulse was extremely forcible, but the radial pulse 
was barely perceptible. There was marked “ goose-skin,” and 
the pupils were widely dilated and did not react to light. The 
blood pressure was 300/200 mm. Hg, and the pulse rate 120. 
Ten minutes after the onset there was subjective improvement, 
after 15 minutes the systolic and diastolic pressure began to fall, 
after 30 minutes she became flushed, and after one hour the 
blood pressure reached a resting level. It was another hour 
before the pupils returned to normal. 

Special Investigations—The haemoglobin was 118%, the 
leucocyte count 7,000 per c.mm., and the Wassermann reaction 
negative. The blood’sugar during an attack was 107 mg., during 
an interval 120 mg. per 100 ml. Ventriculography and examina- 
tion of the cerebrospinal fluid revealed nothing abnormal. The 
patient was profoundly collapsed for 12 hours after ventriculo- 
graphy. An electrocardiograph showed left axis deviation and 
an inverted T, wave. Intravenous pyelography was normal ; 
the right kidney was 4.5 cm. lower than the left. A barium meal 
revealed no abnormality. An unsuccessful attempt was made 
to demonstrate the presence of adrenaline in blood taken during 
an attack. 

A provisional diagnosis of phaeochromocytoma was made, 
and it was decided to explore the suprarenals. In answer to 
direct questioning the patient admitted having slight pain in 
the right loin, and she believed that lying on the right side pre- 
cipitated an attack; it therefore was decided to explore the 
right side first. 

Operation.—This was performed by Mr. Corry on July 24 
under ethyl chloride and ether anaesthesia. A tumour weighing 
86 g. was removed from the suprarenal region through an inci- 
sion in the right flank. Neither induction of anaesthesia nor 
handling the tumour altered the blood pressure, which remained 
about 180/150 mm. Hg throughout the operation. But half an 
hour after the removal of the tumour the blood pressure fell to 
80/60 and the patient appeared profoundly shocked. During the 
next two hours she was given 20 ml. of “eschatin” 20 minims 
(1.2 ml.) of adrenaline, and 1 pint (568 ml.) of normal saline 
parenterally. At the end of this time the systolic blood pressure 
had risen to 100 mm. Hg and her condition began to improve. 
During the first 24 hours after operation she was given 120 ml. 
of eschatin. Convalescence was uneventful, and until she was 
discharged from hospital 18 days after operation her blood 
pressure maintained a steady level of 140/100. The lesions in 
her fundi were regressing when she left hospital and her eye- 
sight was improving rapidly. 

Fifteen months after operation she was doing a full-time 
clerical job, was having no symptoms, and was about to be 
married. Her blood pressure was 135/100 and the urine was 
clear. Her vision was 6/5 on the right and 6/9 on the left, 
and was not improved by correction. Prof. Mann reported : 
“The disks are normal and the veins and arteries are of 
normal calibre and have healthy walls. The whole fundus 
colour is slightly pale. The macula, however, shows gross 
abnormality in both eyes, being pigmented and covered with 


‘blood channels. 


small dots of exudate and minute atrophic patches all rather 
resembling senile macular degeneration. It is remarkable that 
with so definite an ophthalmoscopic change the visual acuity 
should be so good.” 

Pathology and Histology (Dr. Biggs).—The specimen con- 
sisted of an enlarged adrenal gland measuring 7.5 by 7.5 by 
5 cm. and weighing 85 g. Externally. there was a thin layer 
of cortical tissue with a ridge of cortex over the upper pole. 
On section the medullary tissue was replaced by a homogeneous 
grey-white tumour. Microscopically the tumour consisted of 
dense masses of darkly staining cells separated by sinusoidal 
The tumour nuclei varied in size, but there 
were few nuclear divisions and no giant-cell forms. The cells 
stored neither fat nor glycogen, but chrome fixation showed that 
the cells had an affinity for chrome salts. The general structure 
and histochemical reactions are characteristic of a phaeochromo- 
cytoma of the adrenal medulla ; the regular pattern, the infre- 
quency of nuclear divisions, and the absence of giant cells 
suggest that the tumour is benign. Biological essay, kindly 
performed by Prof. Burn, showed that it contained 5 mg. of 
adrenaline per gramme of tumour (normal=0.4 mg./g.). 


Comment 


The characteristic syndrome associated with phaeo- 
chromocytoma is paroxysmal hypertension with palpita- 
tions, headache, nausea, and abdominal pain (Padis, 1945). 
Pallor and tingling of the extremities are also commor, 
profuse sweating sometimes occurs (Biskind et al., 1941 ; 
McCullagh and Engel, 1942; Evans and Stewart, 1942; 
Thorn et al., 1944), and occasionally there is persistent 


hypertension (McCullagh and Engel, 1942, Thorn eft al., 


1944). The adrenaline content of the tumour is variable, 
as much as 20 mg. per gramme having been reported 
(MacKeith, 1944). Raised blood-sugar levels and glyco- 
suria have been found in several cases (Duncan et al., 1944). 
Post-operative shock is greater than would be expected 
from the severity of the operation and responds to large 
doses of adrenaline (Biskind et al., 1941; Duncan et al., 
1944), and parenteral fluid has also been recommended 
(McCullagh and Engel, 1942). . 

Biskind and his colleagues (1941) reviewed 29 reported 
cases treated by operation. Five patients died soon after 
operation, 22 remained well for a period of 7 months to 
13 years, 1 had a recurrence after 6 years, and 1 died from 
metastases. MacKeith (1944) collected 165 case reports, ; 
mainly from necropsies. In 16 of these the tumour was 
bilateral and in 15 malignant.  - 


I wish to thank Prof. Ellis and Dr. Alice Stewart for their help 
in preparing this report, Prof. Burn and Miss Biilbring for biological 
assay of the tumour, and Prof. Mann for reports on the eyes. 
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The L.C.C. has agreed, at the request of the Ministry of Health, 
to the establishment at Sutton Emergency Hospital of an industrial 
neurosis unit of 100 beds (50 for each sex). This will be used for 
the reception of persons apparently suffering from neurotic disorder 
and referred from employment exchanges. They will be given a 
trial, as in-patients, in industrial processes with a view to later treat- 
ment, training, or employment according to their ascertained need. 
The whole hospital (500 beds), which has hitherto accommodated 
a number of general cases, is to be reserved for patients suffering 
from psychoneurosis, and will continue to rank as an emergency 
medical service hospital. Two full-time psychologists are to be 


appointed, one for the industrial neurosis unit and the other for 
the remaining 400 patients. . 
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Gutman and Gutman (1941) estimated the acj 
SEMINAL FLUID ACID PHOSPHATASE phatase content of samples from 24 sterile asia = 
IN STERILITY semen contained only 33 units of acid phosphatase jn One 
ne case, but all the others gave results within normal limits. 


G. E. DELORY, M.Sc., Ph.D. 
Biochemist, Royal Infirmary, Preston, Lancs 


The discovery of large amounts of “acid” phosphatase in 
the seminal fluid and the prostate gland has proved of 
great value in the diagnosis and treatment of prostatic 
cancer. Nevertheless the fascinating question of the func- 
tion of this enzyme still awaits an answer. The most 
obvious starting hypothesis is that the enzyme is concerned 
with spermatozoal motility, and it may be noted in this 
connexion that acid phosphatase is not present in the 
prostate before puberty, although it appears precociously 
in the rhesus monkey after injection of testosterone pro- 
pionate (Gutman, Sproul, and Gutman, 1936). 

It seemed worth while to estimate the acid phosphatase 
content of the semen of patients attending hospital for 
advice because of the. sterility of their marriages, and to 
correlate the findings with observations of pH, volume, 
abundance, motility, and morphology of spermatozoa. If 
the enzyme played a fundamental part in maintaining 
optimal conditions for fertility, then we would expect to 
find a correlation between the enzyme content and the 
physical observations. At the same time a low enzyme 
content might have been demonstrated in samples of seminal 
fluid from patients who showed no other abnormality to 
account for their sterility. 


- Examination of the Seminal Fluid 


The patients were requested to deliver the samples to the 
department as soon as possible after the emission. In the 
majority of cases the ejaculate was received into a condom 
and transferred immediately to a dry phial. Through the 
kind co-operation of Dr. G. B. Manning and Dr. C. V. 
Harrison samples were received from the Royal Infirmary, 
Bolton, and the Pathological Department of Liverpool 
University, respectively. In these instances the determina- 
tions of constituents other than acid phosphatase were 
carried out in the laboratories of the senders. Preliminary 
experiments showed that there was no serious diminution 
in enzyme content when the sample was analysed up to 
48 hours after collection. No preservative was needed. 

Each sample of seminal fluid was suitably diluted (usually 
1 in 4,000) and the acid phosphatase content estimated 
as previously described (Watkinson, Delory, King, and 
Haddow, 1944). The other properties—pH, abundance, 
morphology, and motility of spermatozoa—were’ studied 
in the usual manner (Lane-Roberts, Sharman, Walker, and 
Wiesner, 1939). The findings are given in the accompany- 
ing table. The correlation coefficients between the acid 
phosphatase content and the motility and between the 
enzyme content and the abundance of spermatozoa were 
0.046 and 0.047, respectively, showing complete absence of 


correlation. 
Discussion 


From the table of results it will be seen that, although the 
lowest acid phosphatase figure recorded (244 units per ml.) 
is from a sample showing no motility, the highest figure 
(7,000 units per ml.) is also found in the presence of 
reduced motility. While the former figure is low, it still 
represents a considerable amount of enzyme, and it is 
difficult to believe that this would be insufficient to allow 
carbohydrate metabolism to proceed at the rate required 
to maintain an optimum degree of spermatozoal motility, 
if this indeed is the function of that enzyme. 


They do not, however, report the results of any other 
examinations on the samples. There is no correlation jp 


the present determinations between the acid phosphatase | 
content of the seminal fluid and either the motility or the — 


abundance of spermatozoa. This does not support the 
hypothesis advanced by Gutman and Gutman (1941) that 
the enzyme is responsible for spermatozoal motility. Mann 


The Seminal Fluid of Patients Attending Hospital for Sterility 


N Vol. | Spermat Motility | “Forms | pH 
ol. permatozoa ty ‘orms P Ph 
(ml.) | (Millions/m)| | (Unlts/mi 
1 65 77 Nil — 8-0 
2 15 96 6 |. 20 8-0 1,400 
3 3-5 64 60 20 8-0 1,560 
4 5-5 Nil 8-0 1020 
5 5-0 8-0 630 
6 2-5 90 80 we 8:5 2,680 
7 2-1 Nil 78 
8 3-5 sine 7-6 1,230 
9 3-0 90 96 79 1'120 
10 1-0 20 90 _ <n 2560 
il 3-8 164 8-4 360 
12 3-5 200 Nil 30 78 2,500 
13 2-8 12 74 60 78 17500 
14 1:8 12 85 — 7-8 350 
is | 40 80 i 30 78 1,600 
16 5-9 130 90 — _ 1'200 
17. | 60 15 Nil 90 1/200 
18 8-0 4 ; 85 8-0 840 
19 6-0 61 86 — 8-0 960 
20 3-6 - 100 90 36 7:8 1,300 
21 5-8 15 15 30 7-6 1,600 
2 | 45 40 38 25 7:8 2700 
23 5-5 166 10 10 78 390 
24 36 Nil 7-5 720 
25 4-0 263 60 46 78 2,600 
26 2-2 63 _ Nil 30 — 860 
27 3+1 80 20 — 1,200 
28 4-6 15 Nil 76 78 3,600 
29 | 119 114 10 _ — 800 
30 3-0 10 Nil — —_ 700 
31 3-5 20 50 48 7-8 7,000 
32 3-0 48 Nil 50 7:8 818 
33 4-0 260 95 — 8-0 1,500 
34 5-0 25 Nil 50 8-4 2300 
35 2-7 140 90 — 8-0 1,800 
36 16 45 Nil 45 8-2 1,200 


(1946) studied the reducing sugar of seminal fluid and found 
it to be d-fructose ; he suggested that its main function was 
to supply the spermatozoa with readily glycolysable 
material. 


Working with prostatic secretion obtained by digital mas- 4 


sage, Lundquist (1946) obtained evidence leading to the 
conclusion that the function of acid phosphatase was the 
splitting of phosphorylcholine into choline and inorganic 
phosphate. On the other hand, Lardy and Philips (1941) 
have shown that when seminal fluid is stored there is an 
increase in the ester phosphorus at the expense of lipoid 
phosphorus, and suggested that the fatty acid produced is 


then oxidized to provide energy for spermatozoal motility. — 


In view of this work, samples of seminal fluid were tested 
for lecithinase by the method of King and Dolan (1933), but 
the presence of such an enzyme could not be demonstrated 

Since the metabolism of human spermatozoa is almost 
entirely glycolytic (MacLeod, 1939) it seems probable that 
acid phosphatase is not concerned with spermatozoah 
motility and that its function is still unknown. 


_ Summary 
Samples of seminal fluid from 36 men attending hospital for 
investigation of sterility have been examined for acid phos 
phatase content, pH, morphology, motility, and abundance of 
spermatozoa. 
No correlation exists between the enzyme concentration and 
either the number of spermatozoa present or their motility. 


There is no evidence that the acid phosphatase is constantly | 


low in male sterility. 
Lecithinase was not detected in the seminal fluid. 
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It is probable t 

the maintenance of 

due to Dr. G. O. Stephens for his help, with the 

siten reall, to Prof. E. J. King for his valuable advice, 

and to Dr. F. B. Smith for his helpful co-operation. The work on 

which this paper was based formed part of a thesis approved for 
the degree of Ph.D., in the University of London. 


hat acid phosphatase is not responsible for 
spermatozoal motility. 
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Medical Memoranda 


A Case of Sulphaguanidine Anuria 


During the last few years sulphaguanidine has been exten- 
sively used to combat bacillary dysentery. The toxic effects 
of this drug have been very slight compared with the other 
members of the sulphonamide group, though huge doses are 
sometimes administered. In view of the rarity of sulpha- 
guanidine anuria the following case is presented. 


Case Report. 


On Jan. 10, 1946, an R.A.F. corporal aged 32 was admitted to a 
British military hospital. For five days he had had abdominal pain 
and severe diarrhoea, his stools containing blood and mucus. He 
was put on sulphaguanidine, 6 g. immediately and 4 g. four-hourly. 
Before starting treatment, however, two stools were sent to the 


‘clinical laboratory (these proved to be negative for pathogenic 


organisms). He vomited three times on Jan. 13, and again early 
next morning. On the 14th he confessed that he had not passed 


urine for 24 hours and that he had not taken the prescribed amount . 


of fluid. 

On examination he was slightly anaemic and the bladder seemed 
empty. He was catheterized, 9 oz. (255 ml.) of blood-stained urine 
being withdrawn. The clinical laboratory reported heavy crystalluria 
in this specimen. His red blood cell count was 4,000,000 per c.mm., 
haemoglobin 77% (Sahli), and blood urea 210 mg. per 100 ml. 
Cystoscopy was performed. The catheter was passed up the left 
ureter to the limit, and 20 ml. of 2% sodium bicarbonate solution 
was injected into the pelvis of the kidney. On withdrawal of the 
catheter good effluxes of blood-stained urine were seen. The catheter 
would not go beyond 2 cm. up the right ureter, and 40 ml. of the 
bicarbonate solution was injected, but on withdrawal there was no 
efflux into the bladder. The post-operative treatment consisted of 
fluids by mouth, 20 ml. of 40% sucrose intravenously, sodium citrate, 
and an intravenous drip of normal saline. 

On Jan. 15 he had occasional bouts of vomiting. The drip was 
changed to glucose. At 5.30 p.m. 4 oz. (114 ml.) of very heavily 
blood-stained urine was withdrawn from the bladder. The in- 
travenous drip had been continued all day, the solution having been 
changed to 3.5% sodium sulphate. Next day his condition was 
unchanged, and cystoscopy was again carried out. Peristalsis was 
seen down both ureters, but there was no efflux from either orifice. 
The catheter in the left ureter was blocked at 5 cm. from the 
orifice, but on withdrawal an ordinary efflux was seen. Catheteriza- 
tion of _the right ureter was unsuccessful. A second attempt to 
| ea the left ureter was successful and the catheter was left 
in situ. \ 

‘On Jan. 17 his general condition was satisfactory, and heavily 
blood-stained urine was recovered from the indwelling catheter. 
The haemoglobin was 55% (Sahli). On the 18th he had an epistaxis 
and a slight haematemesis. While the catheter was left in. position 
ureteric wash-outs with 5 ml. of 1% sodium bicarbonate solution 


were given, and up to 10 a.m. on the 18th 145 ml. had been: injected 


up the catheter and a total of 260 ml. of blood-stained urine 


recovered. Between 10 a.m. and 8 p.m. on the 18th, the injection . 


of fluid up the in-dwelling catheter was discontinued, and during this 
time 105 ml. of blood-stained urine flowed down. At 11 p.m. an 


interesting feature. 


ordinary rubber catheter was passed into the bladder and 24 oz. 
(680 ml.) of blood-stained urine was withdrawn. There was no 
change in his condition on Jan 19. Next day the left ureteric 
catheter was withdrawn, but the bladder catheter was left in situ. 
Drainage was now satisfactory and the clinical condition slowly 
improved. The urinary output became normal, and iron was given 
to combat the anaemia. On Feb. 5 the erythrocyte count was 
3,030,000, haemoglobin 65% (Sahli). The patient’s appetite was 
good, and he was very contented. On Feb. 20 the blood urea was 
30 mg. per 100 ml., the red cells numbered 3,730,000, and the 
haemoglobin was 82% (Sahli). 


COMMENT 


Cystoscopy followed by ureteral catheterization is a life-saving 
measure in these cases. It is suggested that the ureteral 
catheters be left in situ and that the kidneys be washed out with 
1-2% solution of sodium bdicarbonate, the amount of fluid 
injected and the amount of urine subsequently collected being 
charted so that the return of kidney function may be assessed. 
Sodium sulphate, 3.5% solution, or glucose-saline should be. 
given continuously by the intravenous route. 


I_wish to thank Lieut.-Cols. W. D. Hughes, R.A.M.C., and 
J. Mackay-Dick, RAMC., for their kind advice, and especially 
Major B. Brookes, R.A.M.C., who carried out the surgical treat- 
ment. I should also like to thank Col. R. H. C. Pryn for permission 


to publish this report. 
Paut B. M.B., Ch.B., 
Capt., R.A.M.C. 


Empyema of the Gall-bladder in a Child 


The following case seems worthy of record in view of its 
rarity. The success of treatment without drainage was an 


Case History 

A Chinese boy aged 6 was admitted to hospital on Sept. 16, 1946. 
There was a history of fever and chilliness for ten days, and of 
pain in the right hypochondrium and epigastrium for four days. 
The mother stated that he had been healthy and had never suffered 
from any abdominal complaint suggestive of typhoid fever, dysentery, 
or appendicitis. About ten days before admission there was a 
gradual onset of malaise and feverishness, followed six days later 
by pain in the right hypochondrium and epigastrium, and the mother 
discovered a mass below the right ribs. The bowels had been acting 
normally, and there had been no nausea or vomiting. 


His temperature on admission was 102.8° F. (39.3° C.), pulse 140, 


and respirations 24. There was slight jaundice of the conjunctivae. 
On inspection the abdomen, which was slightly distended, clearly 
showed a round tumour below the ribs on the right side. This 
moved on respiration and was tender. Examination of the blood 
showed a leucocytosis of 25,000 per c.mm., and a van den Bergh 
reaction was direct negative, indirect positive. Ascaris eggs were 
present in the stools. He was given penicillin, 10,000 units three- 
hourly for three days, without any effect on’his temperature, which 
continued to swing to 104° F. (40° C.). This treatment was followed 
by sulphadiazine, 0.5 g. four-hourly for “five days, also without 


. effect. 


Operation —On Sept 24, under open ether and local anaesthesia, 
the ahdomen was opened through a right subcostal incision. The 
gall-bladder was found distended, thickened, and roughened, but 
there were no adhesions of omentum or bowel. No stone or worm 
could be palpated in the cystic or common bile-ducts. The liver was 
enlarged, but no abscesses were found. The gall-bladder was stitched 
to the parietal peritoneum by a purse-string suture, and opened : 
15-20 ml. of thick greenish pus was evacuated, and the interior 
explored by a finger. The gall-bladder was closed and 80,000 units 
of penicillin in 10 ml. of distilled water was iniected into it. The 
wound was closed in layers: Examination of the pus showed a 
pure staphylococcal infection. The day after operation there were 
signs of consolidation of the lungs; penicillin, 15,000 units three- 
hourly, was given for three days, after which the patient made an 
uninterrupted recovery. 

COMMENT 


Infection of the gall-bladder was probably via the blood 
stream, but the presence of Ascaris eggs in the stools raises the 
possibility of a worm having temporarily blocked the cystic 
duct. However, a case I recently operated on, in which obstruc- 
tion of the common bile-duct by an Ascaris caused severe colic 
and obstructive jaundice, contrasts with the predominance of 
“fever in the above case. 


att S. C. CHEN, M.B., Ch.B., 


3 | 
F. (1946). Nature, 158, 710 
4 a ’ ’ 
Lundquist, F. proc Sec. exp. Biol., N.Y., 42, 153. 
i 
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will no doubt find fault with some of his remarks on the text - 
Reviews ‘ and its author ; the reviewer, however, enjoyed them. 

: Particularly attractive are the papers which discuss the music 
=— of words and the advantages or disadvantages of Particular 

languages. Consonantal alliteration is noticed by every 
HAEMATOLOGY but, Prof. Osborne remarks, vowel assonance has not attracted 

Clinical Hematology. By Maxwell M. Wintrobe, M.D., Ph.D: 8° Much attention, although some famous passages owe 
Second edition, thoroughly revised. (Pp. 802; 197 engravings of their beauty to it—for instance, assonance of the broad “a” 


and 14 plates, 10 in colour. 55s.) London: Henry Kimpton. 


This is probably the world’s most accurate and carefully docu- 
mented textbook of haematology. One can only marvel at the 
industry and organization which have gone to its making in the 
midst of the active research work of Wintrobe and his col- 
laborators. It is suited to the professional haematologist and 
research worker rather than to the general practitioner. The 
following description of the metabolic changes observed follow- 
ing liver therapy in pernicious anaemia is typical of the author’s 
style: 

“The high plasma iron characteristic of pernicious anaemia in. 
relapse drops precipitously, even to subnormal values. The proto- 
porphyrin in the erythrocytes, normal or somewhat low in relapse, 
may tend to rise. The excretion of coproporphyrin I, generally 
regarded as an index of haemopoietic activity and found’ elevated 
during relapse, is restored to normal by specific therapy, sometimes 
after a preliminary increase. Megaloblastic bone-marrow has been 
reported as containing no protoporphyrin. Concomitant with the 
reappearance of normoblasts following liver therapy protoporphyrin 
was found in the bone marrow and its quantity increased until just 
prior to the maximal rise in reticulocytes; following this a lower 
level was attained. Simultaneous with the reduction of the number 
of normoblasts in the marrow and in association with the increase 
of reticulocytes in the peripheral blood, the uric acid content of 
the blood and urine increases.” 


The author discusses metabolism well, and the new chapter 
on the production and destruction of red corpuscles contains 
a wealth of information on the chemistry of the manufacture 
of haemoglobin and the production of red cells, much of it 
obtained by the new tracer technique. In an excellent section 
on haemoglobinometry he recommends the photo-electric tech- 
nique (unfortunately wartime British work in this field has not 
yet been fully published). There is much recent information 
about folic acid in the megalocytic anaemias and the use of 
radioactive phosphorus and nitrogen mustards in the treatment 
of leukaemia and allied conditions, though he does not mention 
the value of urethane in leukaemia. Some may still wish for 
a textbook of haematology in which the biochemical and meta- 
bolic aspects are less heavily stressed and the morphological, 
cytological, and genetic factors and the comparative pathology 
of blood diseases are given more prominence, but perhaps that 
would be beyond the powers of a single author. The book is 
well produced, and the last word in the index is the only 
misprint found. 


L. J. Writs. 


WATERS OF HIPPOCRENE 


Essays and Studies. By W. A. Osborne, formerly Professor o 

Physiology in the University of Melbourne. (Pp. 188. 10s. 6d.) 

Melbourne: Lothian Publishing Company Pty., Lid. 1946. 
There is no liberal art which has not been successfully culti- 
vated by some member of our profession. Only Keats indeed, 
_who abandoned practice, soon attained the summit of Mount 
Parnassus, but Beddoes and Bridges are not likely to be for- 
gotten by even exclusive anthologists. Of great prose writers, 
critics, novelists, and historians we have had plenty. Among 
those of our faculty who devoted themselves to laboratory 
rather than clinical science and loved one or other of the Muses, 
the names of Ronald Ross and Charles Sherrington will be 
honoured. Prof. W. A. Osborne belongs to this company. His 
volume of essays and studies includes some excellent papers— 
for instance, “ Landmarks in Man’s Evolution ” and “ Eye, Ear, 
and Finger-fip "—which could have been written only by a 
trained physiologist, but their literary form has an artistry that 
professorial allocutions sometimes lack. Most of the papers 
owe little directly to his scientific experience and must there- 
fore be judged beside those of professed men of letters: I 
think they can abide the trial: His ironical fiction, “ The 
Garland of Gadara,” may not reach Anatole France’s level, but 
it is pleasing. Shakespearian scholars—a quarrelsome tribe— 


in “ A transient and embarrassed phantom,” or of the long “a” 
in “angels and ministers of grace,” or of the long “j” jp 
“ Arise, shine, for thy light is come.” Our language is sy 

in what Prof. Osborne calls “the magic of monosyllables*. 
the authorized version of the Bible provides countless 
examples—* The sun shall not smite thee by day nor the moon 
by night,” for instance. Shakespeare, whom we are apt to asso. 
ciate with polysyllabic passages, uses chiefly monosyllabic 
phrases when his characters are deeply moved—for instance, 
Lady Macbeth after the murder. A defect of our language js 
sigmatism. We all notice the sibilants in congregational hymn 
singing, but our great masters did not always avoid it. The first 
line of Paradise Lost has four “s” sounds. Prof. Osborne 
points out that Tennyson hated sigmatism and said he would 
rather have died than written Pope’s line, “ What dire offence 
from amorous causes springs.” Tennyson took great pains to 
avoid the gaggling of geese ; “ The Brook,” Prof. Osborne notes, 
is a fine example of his success. 

The author discourses on many languages and, as might be 
expected, knows his Virgil, whose verbal beauty can be loved 
even by those whose knowledge of Latin is slight. Here are 
two examples which remain in the reviewer’s memory. When 
Virgil wishes:to draw a cheerful picture he uses dactyls—for 
instance, the helmsman in a clear sky: “ Sidera cuncta nota 
tacito labentia caelo” ; but when the Sibyl leads Aeneas to the 
underworld, they move in spondees: “/bant obscuri sola sub 
nocte per umbram.” This illustrates another argument of Prof. 
Osborne—namely, the impossibility of an adequate translation 
from one language into another with a different melody. Any- 
one who cares for verbal beauty will enjoy these essays. 


MaJor GREENWOOD. 


ADVANCES IN RADIOLOGY 


The 1946 Year Book of Radiology. ‘July, 1945-June, 1946. 

Diagnosis, edited by Char Waters, M.D., associate editor 

Whitmer B. Firor, M.D. Therapeutics, edited by Ira I. Kaplan, 

M.D., associate editor Sidney Rubenfeld, M.D. . 464; 

illustrated. $5.50 or 30s.) Chicago: Year Book Publishers Inc. 

London: H. K. Lewis and Co. 
A year book should give a selection of abstracts of the out- 
standing contributions from the year’s publications, together 
with editorial comment to guide the less experienced reader. 
The Year Book on Radiology provides such information for 
radiodiagnosticians and radiotherapists in two distinct parts 
separately edited. The summaries of the papers are lucid and 
easy to read, and the illustrations are apposite. The papers, 
chosen from clinical as well as from purely radiological journals, 
are of high quality, and the book will interest others in the 
profession besides radiologists ; the orthopaedic surgeon, neuro- 
surgeon, genito-urinary surgeon, and general physician will find 
much to stimulate their imagination. The. majority of the 
papers reviewed have been published in journals written in 
English. 

In that half of the journal devoted to diagnosis a successful 
technique for pneumarthrography of the knee-joint is described 
and illustrated with skiagrams. There is a description of 
an apparently new syndrome characterized by cortical hyper- 
ostosis and intermittent fever in young infants. Diagnostic 
x-ray findings in all parts of the body are dealt with, as well 
as planigraphy, arteriography, and stereoscopic fluoroscopy. 
Jaffe has reported further on 62 cases of osteoid osteoma; 
and there are accounts of a case of streptococcal osteomyelitis 
cured in 10 months by means of penicillin, of the dangers of 
thorotrast and of intrapulmonary lipiodol, and of tracers if 
diagnostic radiology. X rays show that uranium combined 
with Type I pneumococcus antigen remains attached to it and 
does not destroy its specificity. 

In the introductory section of the part on radiotherapeutics 
the editor discusses general measures required for cancer con 


trol, the relief of pain, the possibilities of super-voltage x rays, 


J 

} 

Al 
301 
of 
vid 

pe 
an 
slis 
use 
bo 
gra 
an 
are 
adi 

ext 
To: 
= 
ty 

= 


26, 1947 


‘REVAEWS 


369 


MEDICAL JouKNAL 


of cephalic myelit to radiation, the-milk factor 
tivity of cephalic myelin ‘to radiation, the r -in 
work on chromosome damage, and the possi- 
bility of combined thiamine deficiency and high oestrogen 
activity in causing the cancers of the female genital tract. 
Radioactive sodium and phosphorus and mustard gas have not 
been found advantageous in the treatment’of cancer. The uses 
of radiotherapy in various inflammatory and rheumatic condi- 
tions are mentioned. The treatment of cancer of the breast, 
bronchus, stomach, rectum, and uterus by ordinary radiation 
methods and also the intravesical treatment of bladder cancer 
by x rays are discussed. The account of oestrogen treatment 
of carcinoma of the prostate emphasizes that it does not cure 
the condition. There is a report of implantation metastases of 
a breast cancer at the site of removal of skin for grafting. 
Other features are the use of the blood coagulation time as a 
measure of general effects of radiation, articles on radiation 
‘physics, the use of ‘radiation in general medicine, neurology, 
ophthalmology, dermatology, otorhinolaryngology, gynaecology, 
bone conditions, and genito-urinary conditions. A section. is 
devoted to radiation injuries and the uses of radon ointment 
in their treatment. We must, however, criticize the inclusion 
of a case of sarcoma of bone said to have been “cured by 
radiation in which diagnosis was confirmed after amputation.” 
F. ELis. 


‘SCHEUERMANN’S DISEASE 

pir other, University of 

. 91; 122 illustrations. 11 Swiss francs.) Basle: Benno 

wabe and Co. 1946. 

The publication of a concise monograph on Scheuermann’s 
disease (osteochondrosis of the spine) is timely, since the .con- 
dition is being more often diagnosed both clinically and -radio- 
logically. The author considers the clinical symptoms and 
radiological diagnosis in detail and discusses various theories 
of pathogenesis—without, however, shedding ‘much new light 
on the matter. He stresses the importance of early diagnosis 
and recommends that, in view of the familial predisposition to 


the disease, children in affected families should be medically .- 


supervised. The section on treatment is disappointing and 
might well have been expanded. The radiographic illustrations 
are numerous and excellent, and, since they refer particularly 


to differential diagnosis, add considerably to the value of the 


monograph. 


PERIPHERAL NERVE INJURIES. 


Peripheral Nerve Injuries.—Principles of Diagnosis. By Webb 
Haymaker and Barnes Woodhall. (Pp. 227; 225 illustrations. 
22s. 6d.) London: W. B. Saunders Company. 4 


Although Major Haymaker and Col. Woodhall are personally 
responsible for this book, the United States Army has spon- 
sored its production, and the material for it was collected in 
army hospitals. The authors have not made a scientific survey 
of peripheral nerve injuries but have illustrated, from indi- 
vidual cases, the results of different lesions. Their main pur- 
pose was to help. Service medical officers in the diagnosis of 
peripheral nerve injuries, but the work is of greater scope than 
any such guide produced by our Services. 

It begins with a detailed and practical account of the peri- 
pheral nervous system, and then describes muscle movements 
and methods of testing them. Some of. the techniques differ 
slightly from those usually employed here, but they are all 
useful. The clinical description of nerve injuries is clear and 
readable. The illustrations are an excellent feature of the 
book—they are as numerous as the pages—and there are photo- 
graphs of wasted muscles, abnormal postures, sensory markings, 
and sweating tests for every conceivable injury ; line drawings 
are used where photographs would be inadequate. This is an 
admirable reference book for clinicians who have not had 
extensive experience of nerve injuries, a sound guide to diag- 
nosis, and, though not intended for the expert, useful to him 
in teaching. 

Denis WILLIAMS. 


The indéx of the Bulletin of War Medicine, edited by the staff 
‘of the Bureau of Hygiene and Tropical Diseases, has been published 
by H.M. Stationery Office, price 6d. 


- Geoffrey Cumberlege. 
_ An outline of bacteriology for students of domestic science. 


BOOKS RECEIVED 
[Review is not precluded by notice here of books recently received| 


Hunterian Society Transactions. Vol. IV. ‘Session 1945-6. 
(Pp. 83. No price.) London: Metropolis Press. 1947. : 
Prints lectures on ‘“ The Second Biological Revolution,’ by Julian 
Huxley, “ Rehabilitation,” by A. H. McIndoe, “ Giddiness,” by 
ae Smith, “ Vertigo,” by T. Cawthorne, and “ Hysteria,” by 
. R.. Rees. 


Health Instruction Yearbook 1946. Compiled 
Ed.D. (Pp. 399. 
lege. 1947. 


Intended as a reference book for those interested in public health, 
this beok is a review of recent developments and includes many 
abstracts from the American literature. | 


Transactions of the American Proctologice Society. Forty-fifth 
annual session. (Pp. 621. No _ price.) ifornia: American 
Proctologic Society. 1947. 


Records a number of papers on proctology and a historical note 
on “The First Proctologist.” 


Friends in Need. (Pp. 75. 1s. 6d.) London: H.MS.O. 1947. 


An illustrated account of the activities of the American British War 
Relief Society. 


Chemical Methods in Clinical Medicine. By G. A. Harrison. 
M.D., F.R.1L.C. 3rd ed. (Pp. 630. 40s.) London: J. A 
Churchill. 1947. 


New sections have been added on sulphonamide crystals in -urinary 
deposits, aetiology of calculosis, analysis of post-mortem blood and 
cerebrospinal fluid, globin zinc insulin, and other subjects. 


A Short Textbook of Midwifery. By G. F. Gibberd, MS., 
F.R.C.S., F.R.C.0.G. 4th ed. (Pp. 563. 21s.) London: J. and A. 
Churchill. 1947. 

New material includes discussion of penicillin in puerperal i 
and rhesus incompatibility. 


Diabetes and Food Rationing. 31d ed. of Diabetes in Wartime. 
(Pp. 29. 1s. 3d.) London: H. K. Lewis. 1947. 


A summary of diabetic diets and instructions given to patients 
attending the diabetic clinic of University College Hospital. 


The Principles and Practice of Gaseous Anaesthetic Apparatus. 
By A. Charles King, with a foreword by I. W. Magill, C.V.O., 
D.Sc., M.B., D.A. 2nd ed. (Pp. 47. No price.) London: 
Baillitre, Tindall and Cox. 1946. / 


A short account with diagrams of anaesthetic apparatus and its 
functioning, with notes on the properties of gaseous anaesthetics. 


Bacteria in Relation to Domestic Science. By C. E. Dukes, 
M.D., M.Sc., D.P.H. aa 12s. 6d.) Oxford University Press : 
1947, 


by O. E. Byrd, 
$3.00.) California, London: Geoffrey Cumber- 


The Eye Manifestations of, Internal Diseases. By I. S. Tass- 
man, M.D. 2nd ed. (Pp. 614. 50s.) London: Henry Kimpton. 


An account of manifestations in the eye of general diseases as well , 
as purely ophthalmic affections. Intended for general practitioners 
as well as ophthalmologists. 


Child Health. Edited by A. Moncrieff, M.D., F.R.CP., and 
W. A. R. Thomson, M.D. (Pp. 254. 14s.) London: Eyre and 
Spottiswoode (Practitioner Handbooks). 1947. 


This book covers the wider aspects of child health, including an 
account of the health services, preventive measures—such as child 
guidance clinics, residential schools for handicapped children, school 
health services, and tuberculosis in childhood—as well as four articles 
on the feeding of infants and children. ; 


The 1946 Year Book of Pediatrics. Edited by I. A. Abt, D.Sc., 
M.D. (Pp. 464. $3.75.) Chicago: Year Book Publishers. 1947. 


A survey of recent advances in paediatrics, including notes on folic 
acid, the rhesus factor, and intranasal sulphonamides. 


Annual Review of Physiology. Vol. IX. 1947. Editor: Victor 
E. Hall. (Pp. 736. 36s.) London: H. K. Lewis. 1947. 


This’ book contains reviews of recent advances in physiology in 
America, Britain, New Zealand, and other countries. ° 
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TOBACCO 


Whether or not Columbus brought syphilis from the New 
World to the Old, it appears that he was responsible for 
the first importation of tobacco. In 1492 an expedition 
to the island of Cuba came back with the news that the 
inhabitants perfumed themselves with certain herbs. A 
Franciscan who went with Columbus on his second voyage 
(1494-6) described the habit of snuff-taking, and in 1502 
Spaniards on the south coast of America described the 
practice of tobacco-chewing. The exploration of the 
American Continent uncovered the fact that the smoking 
of tobacco was universal and immemorial and often asso- 
ciated with tribal ceremonies. A physician, Francisco 
Fernandes, sent by Philip II of Spain to Mexico, brought 
the tobacco plant to Europe in 1558. Jean Nicot, the 
French Ambassador to Portugal, sent seeds to Catherine de’ 
Medici, and his name has been perpetuated in the generic 
name of the tobacco plant Nicotiana. Ralph Lane, the 
first Governor of Virginia, and Sir Francis Drake initiated 
Sir Walter Raleigh into the use of what Burton in his 
Anatomy of Melancholy described as “hellish, devilish, 
and damned tobacco, the ruin and overthrow of body and 
soul.” Some schoolboys may have heard that Raleigh 
“tooke a pipe of tobacco a little before he went to the 
scaffolde,” and Raleigh’s example was responsible for 
the popularity of tobacco-smoking among the Elizabethan 
courtiers.’ So a physician brought the plant to Europe, 
and an Englishman introduced an old-fashioned American 
custom—a custom that has prevailed for 400 years in spite 
of the “counterblaste” of King James I, who described 
smoking as “a custom loathsome to the eye, hateful to the 
nose, harmful to the brain, dangerous to the lungs, and in 
the black stinking fume thereof nearest resembling the 
horrible Stygian smoke of the bottomless pit.” As medical 
men we should ask ourselves whether there was not a grain 
of truth in the declamation of the first Stuart monarch in 
England. If there is, then according to the Chancellor of 
the Exchequer “all we need do is smoke a little slower, 
make cigarettes last a little longer, throw away our stubs a 
little shorter, knock out our pipes a little later—and all 
this might even be good for our health.” 

In reviewing what has been written by, doctors on 
tobacco one cannot fail to notice the marked stress of 
natural bias. There have been medical men who have 
approached the subject from a moralistic standpoint. 
Others, we suspect, have allowed their natural scientific 
caution to be coloured by a wish not to cast too much 


_ discredit on a habit they find pleasurable. At least we can 


say that no medical man yet appears to have proved that 


1 Encycl. Brit., 11th ed., 26, 1035. 


the consumption of tobacco is good for health, unless we 
interpret the psychologist’s explanation of the smoking 
habit as a beneficial but infantile assuagement in moments 
of stress. And we may reéall that the late Sir Buckston 


Browne was firmly convinced that snuff was a useful - 


prophylactic against the common cold. 

Tobacco amblyopia is accepted by ophthalmologists as 
a real thing. Work has been done on the effect of tobacco. 
smoking on muscular performance, on peptic ulcer, on 
post-anaesthetic complications, and particularly on the 
cardiovascular system. In his Croonian lectures? in 1906 
W. H. R. Rivers refers to the observations of Lombard, 
in 1892 that tobacco-smoking depressed muscular activity, 
but Hough subsequently observed the opposite effect. 
Rivers concluded that “tobacco comes out from the ergo- 
graphic test less creditably than the other drugs we have 
been considering.” Most physicians encourage their peptic 
ulcer patients to cut down smoking, but tobacco enthusiasts 
received some encouragement from the observations of 
Jamieson, Illingworth, and Scott® that there was no cor- 
relation between tobacco consumption and severity of 
symptoms in patients whose peptic ulcers had perforated, 
H. J. V. Morton* concluded that there was a heavier 
incidence of post-operative lung complications after abdo- 
minal operation in those habitually smoking more than 
10 cigarettes or 1/2 oz. tobacco a day than in non-smokers, 
The literature on the effect of smoking on the cardio- 
vascular system is extensive, and much of it is referred to 
in an article by Roth, McDonald, and Sheard,* and in 
broadsheets issued by the American Heart Association.‘ 
Clifford Allbutt, himself a sufferer from angina, described’ 
in 1915 what he called “ tobacco angina.” He wrote thus 
of a patient of his believed to be suffering from tobacco 
angina: “The patient, a strong man of middle life, but 
presenting some signs of arteriosclerosis, had an attack in 
my presence: he writhed in a passion of distress ; by his 
wrestling with the invisible foe the sofa on which he was 
lying was partly overturned, so that from the back of it 
he rolled on the floor.” Allbutt was not only a great physi- 
cian but a man who used his words carefully and with 
precision. Neuhof* in 1916 reported a case of sino- 
auricular block from over-indulgence in tobacco. Briefly, 
subsequent work with controlled observations shows that 
smoking tobacco causes a fall in temperature of the hands 
and feet due to vasoconstriction ; an increase of the basal 


metabolic rate ; a rise in blood sugar ; a quickening of the | 


pulse ; and a lowering of the amplitude of the T wave 
of the electrocardiogram. These changes are believed to 
be due to the nicotine and not to the pyridine bases and 
carbon monoxide also present in tobacco smoke. Another 
indictment of smoking came from Prof. Raymond Pearl, 
who gave life tables from the age of 30 for 2,094 non- 
users of tobacco, 2,814 men who were moderate smokers, 


and 1,905 who were heavy smokers, neither of these last- 


two groups being chewers or snuffers of tobacco. He 


% Influence of Alcohol and Other Drugs on Fatigue. Edward Arnold, London. 


8 British Medical Journal, 1946, 2, 287. 
4 Lancet, 1944, 1, 368. 
1945, 14, No 1945, 14, No. 5 
April, 1945, io. 4; May lo. 5. 
“Diseases of the Arteries including Angina Pectoris, Macmillan, ‘London. 1915, 


8 Arch. intern. Med., 1916, 17, 659. 


570 APRIL 26, 1947 

70 

th 
fr 
fre 
al 

sn 
= 
wi 
ha 

| _ ha 
of 
. M 

sté 

| its 
fo 
he 
ur 
; 

d 

th 
th 
| to 
en 
he 
fa 
fa 

| 


RES 


915, 


Aprit 26, 1947 


HIGH-VOLTAGE X RAYS 


MEDICAL JOURNAL 571 


found that 45.9% of the non-smokers lived to the age of 
10, 41.4% of the moderate smokers, but only 30.4% of 
the heavy smokers. In commenting on this* we pointed 
out that Prof. Pearl had stated a correlation but refrained 
from passing from this to an aetiological conclusion. In 
a recent issue of the Journal’ we discussed the melancholy 
fact that nicotine has a depressing effect on fertility. 

Mr. Hugh Dalton may well believe that excessive tobacco 
smoking is incompatible with “a song in my heart.” Nico- 
tine comes out of its age-long history as a drug of addiction 
to which billions of people have shown a fair degree of 
tolerance. Whether the social and psychological benefits 
of smoking outweigh the disadvantages of a potent toxin 
will be for the future historian to decide. But tobacco 
has now entered a new phase in its history and has become 
an economic force controlling the destinies of the nation. 
As an article in the Economist of April 12 suggests, it 


has replaced gold and silver as an international standard . 


of currency. To borrow a phrase from that journal, 
Mr. Dalton is now trying to take ‘us off the “tobacco 
standard "—and we agree with him that this might be good 
for health. And he is, after all, following sound tradition, 
for in 1604 Parliament imposed a duty of 6s. 8d. a lb. on all 
tobacco entering England. The purpose was to reduce 
its consumption—“ For nowadays this herb (which was 
formerly used only by the better sort as physic to preserve 
health) is so excessively taken by disordered persons of base 
condition that they consume their wages, impair their 
health and weaken their bodies, and are driven thereby to 
unthrifty shifts to maintain their gluttonous exercise.” 


HIGH-VOLTAGE X RAYS 


After an interval, due largely to war conditions, it appears 
that a serious attack is to be made on the medical problems 
presented by the use of high-voltage x rays. In 1943 Koch, 
Kerst, and Morrison,}” at the University of Illinois, showed 
that the theoretical advantage to be expected is physically 
attainable. This,advantage consists in the enhancement of 


depth dosage, compared with that at the surface, and its 


therapeutic significance in relation to the irradiation of 
deep-seated carcinomas is at once evident. Physically, the 
effect is due to the emission of secondary radiation within 
the body, so that the total intensity of radiation builds up 
to a maximum, at a depth characteristic of the initial 
energy, and then falls off again because of absorption. 
Working at 20 million volts, the Illinois team found that 
maximum dosage was at depth of 3 centimetres, and was 
approximately equivalent to three times that at the sur- 
face. It has since been stated?* that at 50 million volts the 
depth for maximum dosage is 10 centimetres, and that the 
intensity realized is six times the surface valye. None the 
less there has been a dearth hitherto of supporting and 
detailed information. The experimental material for the 
Illinois measurements consisted, in effect, of a rectangular 
block of pressed wood, with provision for the measurement 


employed in combination. 


of radiation intensity at various points within it. Although 
that was adequate to establish the main point, it is clear 
that fuller investigations are desirable, comparable for 
example with those already undertaken by Mayneord and 
Clarkson’* at normal x ray energies. The need is indeed 
all the greater in that x rays of the order of 20 to 50 
million volts are therapeutically untried. 

The x rays used in the Illinois experiments were obtained 
from the electromagnetic machine known as the “ beta- 
tron,” for the intréduction of which to physical science 
Prof. Kerst was himself responsible. Medically this has 
no further significance than as an engineering device for 
the acceleration of an electron beam to high energies. For 
use as a source of x rays it is necessary in addition only 
that a “target” should be provided, impact on which 
releases the accumulated energy of the electrons. The basic 
requirement is thus electron acceleration, and apart from 
such..mundane considerations as cost it is immaterial 
to the radiologist by what engineering methods this is 
achieved. Such practical considerations cannot, however, 
be so lightly dismissed in relation to hospital policy. 
Recent progress in the design and operation of alternative 
methods of electron acceleration is accordingly relevant 
from the point of view both of the experimental facifities 
immediately available and later for the provision of 
hospital equipment. 

A notable step forward was reported last autumn, when 
it was announced from the Ministry of Supply's Telecom- 
munications Research Establishment at Malvern'* that the 
energy level obtainable from a small betatron had been 
effectively doubled. This was attained by the adoption of 
the “synchroton” principle, which, during the previous 
year, had been independently suggested by Veksler’* in 
Russia and McMillan!’ in the United States. In brief, 
whereas a “ betatron” makes use only of magnetic forces, 
in a “synchrotron” electrical and magnetic forces are 
And the distinction of the 
Malvern workers was simply that this laboratory was the 
first to make a “synchrotron” work.. Various alternative 
methods of producing high-energy electrons are already in 
the offing. The effect, however, of the Malvern experi- 
ments has been to leave the “synchrotron” as the most 
efficient, and therefore the most economical, that is 
immediately available. Subsequent progress has, more- 
over, been encouraging. Within the next few weeks a 
“synchrotron” capable of producing 12 million-volt elec- 
trons, and therefore x rays of corresponding energy, is to 
be made available for physical and biological tests by a 
medical restarch team. This will be a useful step and 
will give added weight, and no doubt further useful detail, 
to the information already available. Further progress 
appears in the main to be a question of engineering. In 
the United States the General Electric Company has oper- 
ated a betatron at 100 million electron-volts,; and the 
National Bureau of Standards!* has completed plans for | 
similar equipment. The latter, together with a 50 million 
electron-volt betatron, which should be in operation this 
year, are to be used for the working out of protection 


®See British Medical Journal, 1938, 1, 791. 
Daily Tr Telegraph, April 21, 1947, p. 4. 
Dunbarin, A 
1943, 40, 120. ty 
tific Conference, 1946, verbal communication. 
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14 Brit. J. Radiol., 1944, 17, 151. 
15 Nature, 1946, 158, 413. 
16 J. Phys. Acad. Sci. U.S.S.R., 1945, 9, 153. 
17 Phys. Rev., 1945, 68, 143. 
18 Science, 1947, 105, 230. 
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standards for hospital workers. For further installations, 
however, and for the reason already. given, it is to be 
expected that the synchrotron method will be employed. 
Here, fortunately, British medicine is more happily placed. 
Following up its earlier success, the Telecommunications 
Research Establishment has now designed a 30-million 
electron-volt synchrotron, and this equipment is already 
complete, apart from the magnet itself. It should be in 
operation before the end of the present summer, and it 
would be a poor compliment to the laboratory’s physicists 
to suggest that any serious degree of difficulty is likely to 
be experienced. 

At this stage, and possibly sooner, a number of policy 
questions will fall to be decided. The problem is the old 
one of whether to grasp what is already available or to 
wait for more. Two different issues are involved—the first, 
that of the voltage to be used, and the second the physical 
means to produce it. As to the first, it would be expected 
that at 30 million electron-volts the greatest x ray dosage 
would be at a depth of about 5 centimetres, and that the 
intensity at that depth would be about four times that at 
the surface. This is a big enough margin to offer a quite 
substantial advantage for therapeutic use. Moreover, the 
evidence is that at such voltages the rate at which intensity 
falls off at depths greater than the maximum is compara- 
tively slow. The ratio of maximum to surface dosage is 
therefore the more important figure of the two. And if 
we can have a four-to-one ratio at once there would seem 
to be no good reason to wait a further period until the 
six-to-one ratio, offered by 50 million-volt working, is attain- 
able. It would be equally unwise, however, to go to the 
opposite extreme and suggest that all major hospitals 
should at once be provided with 30 million-volt synchro- 
trons. There is the possibility, on the physical side, not 
only .of further increases in effective voltage but also of 
new methods which may reduce production costs. Equally, 
there is a case medically for the obtaining of practical 
experience at 30 million volts at a limited number of centres 
before proceeding to any more general programme. And 
this, it may be expected, will be the line taken. 


THE ADRENAL MEDULLA AND HYPERPIESIS 


The importance of rare diseases rests in the light they so 
often throw on normal processes and common abnor- 
malities. Phaeochromocytoma is a very rare condition, 
but its existence shows that there are occasions on which 
the excessive discharge of adrenaline is capable of causing 
a rise in the blood pressure and justifies speculation on the 
part which the adrenal medulla may play in the regulation 
of the blood pressure in healthy people and in the produc- 


. tion of hyperpiesia, both of the malignant variety and of 


the kind so curiously described as benign. 

The usual syndrome produced by phaeochromocytomata 
of the adrenal medulla or of other chromaffin tissue is 
paroxysmal hypertension, the relationship having been 
recognized by Von Neussen as long ago as 1897. Two 


* such cases are described in the present issue of the Journal. 


In Spalding’s case ‘the disease had after two years pro- 
gressed so far that the blood pressure was raised for part 
of the time even between attacks. As a result a condition 
resembling albuminuric retinitis had appeared. Despite 


this, operation produced a remarkable improvement, the 
blood pressure dropping from~such values as 3004. /295 
to 140/100 and the fundi returning almost to norma), 
Gutman’s patient had suffered from paroxysmal hyper. 
tension for “several years,” and her blood pressure was 
300/170 ‘during attacks and 200/120 between. She algo: 
suffered ‘the typical ophthalmic changes of malignant hyper. 
tension. ‘Although a correct diagnosis was made she 
probably of uraemia, before operation could be carried 
out. It may be guessed from the changes found pogt 
mortem in the kidneys that operation would not for | 
have prolonged her life. She had already entered the 
vicious circle of Wilson and Byrom: persistent high 
blood pressure had produced arterial degeneration, arteriaj 
degeneration had given rise: to kidney damage, ang 
kidney damage had resulted in accentuation of the 
hyperpiesis. 

It is important to realize that in adrenal medullary hyper. 
piesis the blood pressure does not necessarily return to 
normal between attacks. The persistence of the high pres. 
sure may be due to a persistent oversecretion of adrenaline. 
Though some physiologists find this clinical belief difficu} 
of acceptance, Spalding’s case affords further evidence of 
its truth. Should the tumour not be removed we must 
expect that ultimately kidney damage will take over the 
job of maintaining the pressure at an abnormal height, as 
in Gutman’s case. Early diagnosis is therefore imperative, 
for if a cure is'to be expected adrenalectomy must be per. 
formed before the patient has entered the vicious circle, 
Such early diagnosis is not easy if attacks are rare, for 
they may last only a few minutes, leaving no physical signs 
to guide the physician who sees the patient in the interim. 
Suspicion should be aroused by a story of attacks of pallor 
associated with shivering, perspiration, tremor, breathless- 
ness, nausea, vomiting, a feeling of pressure in the epigas- 
trium, precordial pain, headache, and extreme anxiety, 
Naturally only a few of such symptoms may be present in 
the individual case. Sometimes attacks are induced by 
turning on to the side of the tumour. If the physician is 
lucky enough to be present during an attack he may find 
the systolic pressure raised out of proportion to the 
diastolic. Tachycardia is usual but not invariable, and 
fibrillation may occur. Hyperglycaemia may be present, 
though in Spalding’s case the blood sugar was lower during 
an attack than in the interim. The tumour is rarely 
palpable, but between attacks it may be demonstrable by 
x rays after perinephric insufflation. ' 

Much has been written about the possible relationship 
of the adrenal medulla to common benign hypertension. It 
has been suggested that the fault may lie with the receptor 
tissues, which may respond excessively to a normal output 
of adrenaline, or that inactivation of adrenaline occurs in 
such cases at an abnormally slow rate. Such speculations 
do more credit to the imagination of their authors than to 
their reputation as scientific investigators. Nevertheless it 
may be said without fear of contradiction that the occa- 
sional case of persistent hyperpiesis is found to be due toa 
phaeochromocytoma and that the investigation of hyper- 
piesis is not complete until this disease has been excluded 
with as much care as a unilateral renal lesion. 


STANDARD SYRINGES 


During the war certain foreign sources of supply of syringes 
were cut off, and manufacture had to be undertaken on 4 
larger scale by British firms. It was in these circumstances 
that the Surgical Instrument Manufacturers’ Association 
requested the British Standards Institution to prepare 4 
British Standard specification for syringes to ensure both 
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uniformity and an efficient product. This task was begun 
in 1942; it involved, among other things, research in the 
Metrology Department of the National Physical Labora- 
tory. The standard specification has now been published," 
and any syringe conforming to it may in future be identified 
by the description “ B.S. 1263.” As the specification points 
out, this labelling on the barrel indicates only that the 


syringe is intended to comply with the specification and’ 


is no guarantee that it does so. The specification provides 


- for all capacities, and the use of the word “ hypodermic” 
seems inappropriate in connexion, with the larger instru- . 


ments. There are separate descriptions for all-glass (two- 
piece) and glass-and-metal syringes. In connexion with 
the latter it is not required that the cement used for the 
metal-glass junction shall withstand a certain degree of 
heat without softening. This requirement, if met, as it has 
been in certain syringes of Continental make, would save 
much trouble. The specification deals exhaustively with 
all dimensions ; it is noteworthy that those of the nozzle 
correspond to the American “ Luer” type. The tolerances 
on capacity—permissible errors in the volume delivered— 
vary from 0.02 ml. for a 1-ml. syringe to 1.5 ml. for a 
50-ml. syringe. These may appear generous, but many 
syringes exceed them. Tests are prescribed for leakage 
past the piston, with permissible limits for such leakage, 
and for the tightness of the needle fitting. A “ thermal 
shock ” test requires that the barrel “and its permanently 
attached mountings” shall be capable of being plunged 
into boiling water without damage. Syringes complying 
with this specification should be not only more accurate but 
easier to use, Owing to their smoother working and gener- 
ally better adaptation to their purposes. It is to be hoped 
that the all-glass type will find more general favour and 
come into widespread use, particularly in view of the fact 
that it can be sterilized so much more easily by efficient 
methods than the glass-metal type. Further specifications 
are promised for hypodermic needles and for syringes used 
for special purposes. 


POTASSIUM IN DIARRHOEA 


The poor results so often obtained hitherto in the treat- 
ment of infantile diarrhoea have been due to a false 
assumption, in the view of Darrow? and of Govan and 
Darrow,* that the potassium ion is retained in the cell 
while the sodium and chloride ions are excluded. These 


authors suggest that many therapeutic failures have resulted: 


from the belief that it was necessary to restore the normal 
electrolyte balance only in the extracellular fluids. Recent 
work has shown that certain cell membranes are permeable 
to potassium. Darrow and Govan attempt by somewhat 
complicated calculations to show exactly how much of the 
body potassium may be lost in cases of dehydration, quite 
apart from cell destruction. They conclude that in the 
most severe forms of infantile diarrhoea as much as one- 
quarter of the estimated body potassium may be lost. 
With this in mind they have supplemented the usual 
parenteral administration of sodium chloride, lactate, and 
glucose with potassium chloride. They claim that after 
giving the electrolyte mixture subcutaneously or intra- 
venously for twenty-four hours they are able subsequently 
in most cases to give it by the oral route. In addition all 
severely ill patients received blood or plasma transfusion. 

The reluctanee to administer potassium has been largely 
due to a well-founded distrust of giving an ion that is 
known at times to have toxic effects. Darrow had no 


andar Use in Medical and Surgical Practice. 1946. British 

ane ediat., 1946, 28, 515. 
STbid., 1946, 28, 541. 


deaths due to potassium toxaemia, but one patient had 
heart block, and recovered; there were 5 instances of 
intense erythema in 50 patients. In 53 cases treated by 
the old method by the authors there were 17 deaths ; in 
another series of 50 receiving potassium chloride in 
addition there were only 3 fatal cases. The groups were 
unfortunately not collateral and were admitted over 
different periods of the year, so that the observations were 
not strictly controlled. Nevertheless this line of therapy 
would appear to be worth serious consideration. 


YOUNG THIEVES 


Now that juvenile delinquency is receiving belated but 
fairly purposeful attention from the authorities nothing is 


so valuable as careful study of the facts. Dr. John Bowlby, 


the psychiatrist in charge of the child guidance unit of the 
Tavistock Clinic, has had reprinted as a monograph’ a 
study, which appeared in the International Journal of 
Psycho-analysis in 1944, of 44 young thieves referred to 
his clinic. He used as a control group 44 other children 
who had also been referred to the clinic but who did not 
steal. The two groups did not differ much in sex, intelli- 
gence, or economic status, but the outstanding feature of 
the thieves was the presence of 9 classified as depressed, 


13 as hyperthymic, and 14 of a type which has been called | 


“ affectionless.” There were no children of this type in 
the control group, and the affectionless children were signi- 
ficantly more delinquent than the other thieves. All but 
one were serious offenders, and most of them played truant 
as well as stole. They constituted more than half of the 
more serious and chronic offenders, and Dr. Bowlby 
believes that they manifest a true psychiatric syndrome 
which has hitherto been only partially recognized. Eighteen 
thieves had a parent or grandparent with serious mental 


‘disorder ; the incidence was almost identical in the control 


group, and certainly higher than it would have been in a 
control group of normal children. 
Seventeen of the thieves, but only two of the controls, 


had been completely separated from their mothers or 


foster-mothers for a long time during their first five years. 
Significantly, 12 of the 14 affectionless thieves, and only 5 
of the remaining 30, had suffered a prolonged separation, 
which is:shown to be a principal cause of the affectionless 
character. 
tions are a specific and very frequent cause of chronic 
delinquency by thwarting the development of the capacity 
for object-love and hence of the super-ego function. He 
pleads for combined research on psycho-analytic and social 
economic factors and for the early diagnosis, treatment, 
and prevention of the affectionless character. His report 
confirms the finding of other. workers that much delin- 
quency is due to failure of the mother-child relationship. 
The problem is obviously bound up very closely with that 
of the neglected child, which has recently come into such 
prominence. 


The Moynihan Lecture in the University of Leeds will 
be delivered in the Riley-Smith Hall of the University 
Union at 3.30 p.m. on Monday, May 5, by Dr. M. N. 
Smith-Petersen, Professor of Orthopaedic Surgery in 
Harvard University. His subject is the evolution of the 
surgery of the hip-joint. Members of the medical profes- 
sion are invited to be present. 


Juvenile Thieves: Their Characters and Home-life: 
Bowlby, M.D. Baillisre, Tindall 


and Cox. 7s. 6d. 


Dr. Bowlby concludes that prolonged separa- . 
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TRAVELLING FELLOWSHIPS IN MEDICINE 


The Medical Research Council invites applications for the fol- 
lowing Travelling Fellowships for the academic year 1947-8: 


Rockefeller Medical Fellowships 


These Fellowships are provided from a fund with which the 
Council has been entrusted by the Rockefeller Foundation of New 
York. They are intended for graduates resident in this country 
who have had some training in research work in clinical medicine 
or surgery, or in some other branch of medical science, and who 
are likely to profit by a period of work at a centre in the United 
States or elsewhere abroad, before taking up positions for higher 
teaching or research in the United Kingdom. The stipend will 
ordinarily be at the rate of £525 per annum for a single Fellow 
and of £800 per annum for a married Fellow. Travelling expenses 
and some other allowances will be paid in addition. 


Dorothy Temple Cross Research Fellowships in Tuberculosis 


These Fellowships are awarded by the Council from a special 
endowment of which it is the trustee. The object of the Fellow- 
ships, as defined in the trust deed, is to give special opportunities 
for study or research to suitably qualified British subjects of either 
sex “ intending to devote themselves to the advancement by teaching 
or research of curative or preventive treatment of tuberculosis in 
all or any of its forms.” The Fellowships- will, as a rule, be 
awarded to candidates who wish to make their studies or inquiries 
elsewhere than in the United Kingdom. They will ordinarily be 
awarded for one academic year. The Fellowships provide for the 
payment of stipend, together with an allowance for travelling and 
incidental expenses. The stipend will ordinarily be at the rate of 
£525 per annum for a single Fellow, and of £800 per annum for 
a married Fellow. 

Completed applications for Fellowships of either type must be 
lodged with the Council not later than June 1. Further particulars 
and forms of application are obtainable from the Secretary, Medical 
Research Council, 38, Old Queen Street, Westminster, S.W.1. 


Reports of Societies 


CONFERENCE ON SILICOSIS 


Health of Underground Workers 


A two-day conference on silicosis, pneumoconiosis, and dust 
suppression in mines was held at the Royal Institution on 
April 16 and 17 under the auspices of the Institution of Mining 
Enyineers and the Institution of Mining and Metallurgy. Seven- 
teen papers were submitted on various aspects of the problem 
as it affected mines in different parts of the world. 


On the eve of the conference the first Sir Julius Wernher 
memorial lecture of the Institution of Mining and Metallurgy 
was delivered by Major-General A. J. ORENSTEIN, chief medical 
officer of Central Mining, Rand Mines, Ltd. His subject was 
the history and prevention of silicosis, with special reference 
to the Witwatersrand. He reminded his audience how ancient 
these diseases were. It had been suggested that neolithic man 
suffered from them ; certainly there were signs of them in a 
number of Egyptian mummies. The disease was described by 
Agricola and by Paracelsus, the former mentioning a suppura- 
tion of the lung and the role of dust in producing it. 

General Orenstein then turned to the silicosis records in 
South Africa, describing the early conditions in the Rand 
mines and the improvements which had followed the‘ recom- 
mendations of the Miners’ Phthisis Commission set up by 
Lord Milner in 1902. This was followed by another com- 
mission—wholly medical—in 1911 to inquire into the pre- 
valence of miner’s phthisis. Various acts of legislation had 
been passed with a view to prevention, the latest of them in 
1946, the result of yet another commission appointed in 1941. 
These enactments had not been forced upon the mining industry 
of the Rand; the directorates and the technical staffs of the 
mines, at least during his own thirty-three years’ experience, 
had eagerly co-operated with the State in means of prevention, 
particularly dust control. As a result, a marked improvement 


in the incidence of silicosis had been brought about, but sili- 
cosis had by no means been eliminated from the Witwatersrand, 

For the purpose of the recent Act, in South Africa, silicosis 
had been defined as any form of pneumoconiosis which was 
due to inhalation of mineral dust—a very broad definition. 
Silicosis in South Africa was not interpreted legally as a condi- 
tion due only to the inhalation of silica or silicate ; any dust 
which caused any kind of pneumoconiosis was included in the 
‘description. 

Discussing the present state of knowledge of silicosis, General 
Orenstein said that the important causative agent was silicon 
dioxide silica. The silicate could produce a pneumoconiosis 
of pathological significance, but it was not so deadly as silica, 
though an exception must be made of asbestosis under certain 
conditions. Silica damaged the lung by chemical action, and 
not mechanically, as was thought in the early days. Another 
reason for the greater danger associated with the smaller 


particles was that the time during which they remained sus- - 


pended in the air was in inverse proportion to their size. He 
went on to speak of various experimental investigations in 
the prevention of silicosis and methods of dust control. He 
emphatically endorsed the findings of a committee of the 
American Medical Association to the effect that although, in 
experimental animals, the prophylactic use of aluminium had 
been found to inhibit the toxic action of relatively pure quartz, 
it was not safe to assume, without much more prolonged and 
careful clinical observation, that this applied to the human 
subject. Human silicosis, generally speaking, evolved much 
more slowly than experimental silicosis in animals, and was 
often modified in type. Great caution was necessary in the 
application of aluminium therapy, and it must be stated once 
and for all that there was no substitute for accepted methods 
of dust control. The therapeutic use of aluminium in man 
appeared to relieve symptoms in a very small number of cases, 
but its general application in industry should be delayed until 
adequately and impartially controlled clinical observation 
demonstrated its efficacy. No method of prevention should 
be supported which was likely to push into the background, 
ever so slightly, dust prevention and dust removal. 


Pneumoconiosis in British Mines 


The conference proper was opened by Mr. EMANUEL 
SHINWELL, M.P., Minister of Fuel and Power. During the 
past two years, he said, 10,500 coal-miners in this country 
had been certified by the Silicosis Medical Board as suffer- 
ing from pneumoconiosis. Of these cases 80% came from 
the South Wales coalfield. The reason for the heavy incidence 
in South Wales had not been altogether elucidated, and was 
the subject of intensive research. An interdepartmental com- 
mittee was about to consider what more could be done. At the 
same time, this question should not be viewed with despondency. 
In the technique of dust suppression in coal mines, particularly 
in methods of wet cutting and water infusion, there were good 
grounds for claiming that Great Britain led the world. 


Lord Citrine, a member of the National Coal Board, who 


presided over a later session, said that from what he had seen 
of the mining industry it was evident that the incidence of 
pneumoconiosis in Great Britain was growing rapidly. It was 
by no means confined to South Wales. The Miners’ Welfare 
Commission was considering certain aspects of rehabilitation of 
workers recovering from silicosis, though up to the present no 
universally agreed form of rehabilitation had been worked out. 


Pathology of Silicosis 


The first technical discussion was opened with a paper by 
Prof. SUTHERLAND STRACHAN, professor of pathology, University 
of the Witwatersrand, on the pathology of silicosis. He drew 
attention to the changes which have been observed in the patho- 
logical lesions found in the lungs of Rand miners during the 
last 30 years. In the earlier period the lungs were found post 
mortem to be large and heavy and to contain large amounts of 
dust, often showing a true dust pneumonia, with the alveoli 
and lymphatics packed to capacity with dust-laden cells. A 
marked degree of bronchitis and emphysema was also noted, 
producing cardiac failure, which was the common cause of 
death. With the increasing control of dust in the Rand mines, 
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slowly produced silicosis of a simple nature had de- 
er aes five or possibly eight years to show the first 
manifestation, with the lungs somewhat larger than normal, 
chronic bronchitis, a moderate degree of emphysema, possibly 
discrete silicotic islets, and plaques on the pleural surface. The 
time taken for tuberculous manifestations to develop had been 
tly increased. Silicosis, said Prof. Strachan, was in a sense 

a self-arresting disease. While the man was actively at work, 
the dust-laden phagocytes continuously accumulated around 
the silicotic lesions, but this accumulation disappeared some 
years after the man had been removed from the mines, the 
jesion was arrested, and no further progress of the disease was 
likely to take: place unless a superimposed ‘infection, such as 
tuberculosis, arose, when a tuberculosilicosis might supervene. 

Dr. JeTHRO GouGH, lecturer in pathology at the Welsh 
National School of Medicine, discussed the pneumoconiosis 
of South Wales coal workers. The disease, he said, had its 
highest incidence in the anthracite area, was less frequent in 
the steam coal area, and less frequent still in the bituminous 
area, though when the disease occurred it had the same charac- 
ters in all areas. Geological and petrological studies gave no 
clear explanation of the difference in incidence in different 

of the field. It was an open question whether the quantity 
of dust inhaled was more important than its chemical compo- 
sition. He laid stress on the fact that in simple pneumo- 
coniosis of coal workers the amount of. fibrosis was small, and 
that the important change was the focal emphysema, probably 
due to dust accumulation interfering mechanically with the 
function of the lungs. 

A recondite paper on the action of mineral particles on the 
lung and the mechanism of their removal was given by Prof. 
A. PoLicarD, of the University of Lyons. One point he made 
coriterned the contrast between “dead” or inactive dusts and 
“young” or active dusts. In the Sahara desert the sand, which 
is 90% silica, is pathologically inert. A flock of sheep, pro- 
ducing a dense dust cloud as it moves, will breathe an extremely 
dusty atmosphere, but the animals never suffer from silicosis. 
Apparently it is the fresh dust which is noxious. Dust from 


natural sand is harmless, but dust from the same sand when . 


it has been heated is injurious because it is newly split up. 
Freshly broken particles have a biological activity much 
greater than old ones. Caney 

Dr. C. M. FLETCHER, director of the ocdniosis ‘Research 
Unit at Cardiff, said that the point as to whether the fibrosis 
seen in South Wales miners was due purely to overloading the 
lung with a vast amount of inert dust or to some particular 
noxious element in the dust—perhaps its silica content—would 
be borne in mind -in a proposed investigation of the remark- 
able concentration of the disease in South Wales as compared 
with the rest of the country. Sir MALCOLM Watson, speaking 
as a medical man who had had to do with both large-scale 
and small-scale investigation, uttered a warning concerning 
reliance on animal experiments. Various fallacies were in- 
volved if the results of such experiments were taken as 
analogous to the conditions found in miners who hati con- 
tracted silicosis. More research was also necessary on the 
controversial question concerning the role of sericite. ‘ 


Special Fields 

Dr. ANTHONY CAPLAN gave a paper on pneumoconiosis in 
the Kolar goldfield, Dr. J. M. SmrrH a review of the work of 
the Silicosis Medical Bureau at Johannesburg, and Dr. W. E. 
Georce and others on the incidence and prevention of silicosis 
at Broken Hill; New South Wales. Special attention was given 
to a paper by Dr. JoHN Craw on the control of silicosis in the 
haematite mines of the north-west of England. The haematite 
deposits in the Cumberland and Furness districts are in two 


locations; the north mines produce pulmonary fibrosis, the 


south mines do not. The disease has probably been prevalent 
for the last forty years—that is to say, before the advent of 
pneumatic drills. The death-causing factor is. infection, usually 
tuberculosis. In 1935 a new regime was introduced whereby 
mist projectors were installed to diminish the dust content of 
the air, and at the same time a complete medical service was 
set up whereby only fit men were selected for the work, and 
workmen were x-rayed before beginning employment and 
Periodically thereafter. The results of the combined engineering 


and medical control, said Dr. Craw, had*been entirely success- 
ful, and it was probable that silicosis would cease to be a 
problem in this locality if the incidence of tuberculosis was 
strictly controlled. A comparison of the x-ray changes found 
in miners who had warked under the old conditions and 
miners who had worked for ten years under the new condi- 
tions appeared to be conclusive. Among the old workers a 
normal x-ray picture was found in 53.3% of the group examined, 
and among the workers under the new conditions in 84.6%. 


Dr. PETER EpDWaRDs, medical superintendent of Cheshire 
Joint Sanatorium, opened the subject of aluminium therapy 
and prophylaxis for silicosis. He believed that aluminium 
under proper control could be advantageously used for thera- 
peutic purposes and also, until engineering science shad elimi- 
nated the dust hazard, as a prophylactic. Only puré-aluminium 
in proper size and concentration should be used, ‘and it was 
essential that the experiment should be properly conducted and 
have the support of competent medical authority, as well as of 
engineers, owners, trade unions, and any Government depart- 
ment concerned, thus preventing any laxity in the conduct of the 
experiment or immaturity in the assessment of the results. The 
method of giving aluminium which he favoured was to have a 
chamber in which aluminium was dispersed by an ejector from 
a 10-g. tin; the chamber on its three sides had 20 openings to 
permit the attachment of individual mouthpieces for the men 
under treatment. 

Dr. DupLey IRWIN (United States) said that the problem of 
silicosis had many facets. It might vary from a disease pre- 
dominant in the alveoli to a disease predominant in the 
lymphatics ; it varied also with the industry, the department, 
the plant, and the individual. Aluminium therapy was at best 
only a second line of defence, and when the removal of the 
dust problem had been surmounted there should be no need 
for aluminium or any other type of prophylactic. Lieut.-Col. 
J. R. BLAISDELL, of the scientific branch of the Field Informa- 
tion Agency, B.A.O.R., said that the first mine to employ 
aluminium therapy in silicosis was the Porcupine-MclIntyre in 
Canada, where, over a period of about three years, 54 cases of 


Silicosis were treated by this method, and a number of physio- 
“fogical tests, particularly of respiratory fynction, were carried 


out. A good .deai of subjective improvement was obtained 
which was not borne out in the tests. -Themen felt better; but 
there was no corresponding improvement in the x-ray findings | 
or the physiological estimations. His feeling was that-aluminium 
probably did not.offer much in the case of established ‘silicosis, 
and indeed it was never claimed by the Canadian workers that 
it was likely to be of great service in that condition, but there 
was every reason to believe that it had a certain prophylactic 
action. 

Dr. C. L. SUTHERLAND, chief medical officer of the Silicosis 
Medical Board, said that one explanation of the apparent im- 
provement under aluminium was that the substance might have 
a general tonic effect on the system. It was possible that it 
relieved the inflammatory thickening of the alveoli or the 
bronchial spasm, and something might be attributed to the 
value of the breathing exercises themselves and to the psycho- 
logical effect. It was intended, he said, to carry out controlled 
experiments, but in this country we did not get the type of dust 
conditions encountered in the United States, where this treat- 
ment could have a more ready effect ; nor did we find here— 
even in Cornwall—the rapidly developing type of silicosis which 
was most likely to be affected by aluminium treatment. 


Dust Suppression and Control 


The later papers of the Conference were mostly concerned 
with ventilation of mines and dust suppression and the sampling 
of air-borne mine dusts. Mr. IvoN GraHaM presented a report 
on the suppression of dust in the coal’ mines of Great Britain. 
Much had been done, he said, especially in South Wales, to 
reduce the average concentration of the dust breathed by the 
miner. In South Wales pits some years ago concentrations as 
high as 50 g./1.000 cu. ft. were fairly common in various opera- 
tions at or near the coal face, and the average was 20 g./1,000 
cu. ft., whereas now the concentration in what were previously 
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dusty pits was probably not greater than 3 g./1,000 cu. ft. 
In South Wales it was claimed that 99% of the coal faces 
fequiring treatment had been dealt with either by wet cutting, 
infusion, or hand spraying. Other papers were read on the 
organization of dust research in South Wales, of which the 
Mining Research Laboratory, Cardiff, is the centre. Most of 
‘the colliery owners have appointed special dust officers, with 
the status of colliery manager, and there is also a special dust 
‘inspector under each of H.M. divisional inspectors. Yet other 
papers contained an account of similar work carried out in 
the Transvaal. 

After these papers had been read Dr. C. M. FLETCHER, who is 
in charge of the Pneumoconiosis Medical Unit set up under the 
auspices of the Medical Research Council, made a strong plea 
for the recognition that in all pneumoconiosis research medical 
men as well as mining engineers should be called in to co- 
operate. He failed to find a recognition of this in some of the 
papers read before the conference. Even in dust suppression, 
which might be considered to be wholly an engineer’s job, the 
methods and machines were not infallible, they were subject to 
human control. In the design and functioning of any machine 
for underground work the human problem should not be over- 
looked. He regretted that in a plan put forward in South Wales 
for the appointment of dust officers and others there was appar- 
ently no place at all for medical men or biologists. Pneumo- 
coniosis was a disease. Its investigation must be by medical 
men. The operation of dust control was in the hands of mining 
engineers, and without their aid nothing could be achieved, 
but the mining engineer must work in co-operation with the 
doctor in design of his methods and the assessment of his 
results. 


The National Coal Board 


A very lively and fruitful conference closed with an address 
by Dr. Ipris Jones, director of research, National Coal Board. 
He said that it still remained to be established whether the 
concentration of dust was more important than its chemical 
composition. Dust suppression devices should be incorporated 
as a matter of routine in the manufacture of mining machinery. 
The potentialities of foam and wetting agents must be studied, 
and new instruments developed for sampling and recording of 
dustiness and for rapid size analysis both underground and in 
the laboratory. The National Coal Board had these and many 
other problems very much in mind. This was part of their job 
as custodians of the nation’s collieries and as employers of 
labour. The scientific department of the Board was still in its 
infancy, but it was getting to work. The-dust officer organiza- 
tion in South Wales was being further co-ordinated, new 
machines and working methods were being examined, and new 
devices tried out. One of the Board’s research directors was 
concerned with the human problems, and part of his task would 
be to ensure the closest possible liaison between the engineers 
and the Medical Research Council workers. The primary object 
was to ensure that every possible help was given to the medical 
researchers. The Board had no vested interest in dust-; its 
“concern was to get rid of it, and anyone who could contribute 
from any side towards this end would have the Board’s full 


support. 


Long before the bombing of Pearl Harbour brought America 
into the war her citizens, with characteristic generosity, were pro- 
viding Britain with all kinds of equipment—mobile kitchens, clothes, 
medical necessities, and even seeds for allotments. Friends in Need 
(H.M:S.0., 1s. 6d.) tells the story of the British War Relief Society 
of America. The B.W.R.S. was formed as early as October, 1939; 
eventually it had established over 900 committees, covering every 
state in the U.S.A., with the two main committees in New York 
and London. It sent a total of £12,000,000 in cash and kind to 
Great Britain, the first shipment arriving in February, 1940. When 
London was bombed later that year “the stream of relief became 
a flood,” and a special committee to deal with air-raid relief was 
established. Besides directly benefiting nearly every hospital in 
Britain the society provided six elaborate x-ray installations for 
emergency war hospitals, set up and maintained a radon centre, 
completely re-equipped the Hadfield Spears Field Hospital, and 
equipped and financed the Churchill Hospital in Hampshire. This 
attractively illustrated pamphlet is both a catalogue of unsurpassed 
generosity and a historically interesting survey of many wartime 


_ Correspondence 
Control of Leprosy 

Sir,—Dr. C. J. Austin (April 12, p. 506) quotes from your 
leading article of Nov. 2, 1946, g sentence on the injurious 
effects of compulsory isolation of leprosy patients. As that 
article dealt mainly with my address of last year before the 
Royal Society of Arts—a full abstract of which appeared in 
your issue of June 1, 1946 (p. 825)—may 1 once more point out 
that what I have repeatedly condemned as “ worse than use- 
less” is the indiscriminate compulsory isolation of all types of 
leprosy, including a very large proportion of uninfective neural 
ones, with consequent hiding of nearly all the early cases until 
their disease has become too advanced. to be amenable to treat- 
ment and they have infected members of their households. 
Happily, during the last quarter of a century that plan has nearly 
universally been modified to allow early and uninfective cases 
to be treated as out-patients, at about one-hundredth of the cost 
of isolation. 

As a matter of fact, as_early as 1925—in an unpublished 
memorandum which has served as a basis for the work of the 
British Empire Leprosy Relief Association—I wrote: “No 
hard-and-fast rules can be laid down to cover every area.” 
Fiji, with its numerous scattered islands, is an exceptional case, 
and I am well aware of the good work done there by the late 
Dr. Neff and by Dr. Austin. I am also in agreement with 
commendation of that work in an annotation in your issue of 
March 10, 1945 (p. 338).—I am, etc., 


London, N.W.3. LEONARD ROGERS. 


Malayan Medical Service 


Sir,—The Colonial Office intends soon to recruit a large num- 
ber of doctors to the European staff of the Malayan Medical 
Service, and there are several important facts which might be 
published for the benefit of readers who are considering the 
attractions of this service. 

The greatest shortage of medical officers in Malaya is at 
present in Singapore and it is to this town that the majority 
of recruits will be posted. The intending candidate will be 
informed at his interview that the salary will be more than 
adequate for all his needs in spite of the difficult conditions 
in Malaya. He will also be told that if a particular branch 
of medicine interests him he will be encouraged to develop 
his interest, especially if he intends to study, for a higher degree 
in his subject. But on arrival at Singapore the newcomer will 
find that his salary will meet vital expenses only if he exercises 
the strictest economy ; should he be married and have any 
children, then it will be absolutely impossible to meet expenses 
from salary alone. 

_ As regards his work, I can assure him from bitter experience 
he will not be encouraged to follow the branch of medicine 
which interests him. . He will be sent from one, unsatisfactory 
task to another. If the recruit protests on these two points 
and asks for a transfer up country where living is much less 
expensive and the work more satisfactory he will be refused 
and asked, as I was, “ What sort of service would this be if 
juniors .were aHowed to do only the work which interests 


‘them ?” 


Also of great interest to the recruits is the proposed amal- 
gamation of the present Malayan Medical Service, which com- 
prises mostly doctors recruited from Great Britain, with the 
local service, which comprises graduates of the medical school 
at Singapore. The latter at present are not eligible for the 
higher posts except when they are promoted to the Malayan 
Service, and it is proposed now to give both the local graduate 
and the graduate from Great Britain equa] rights to promotion 


‘—a welcome change which has been long overdue. 


The morale of the medical service in Malaya is very bad. 
The local graduates have no faith in the present administration 


and already two-thirds of their total number in the service 


have resigned. . Many of the European doctors would also 
resign were it not for the fact that. in the case of the older 
men, the loss of pension rights added to their already too heavy 
financial burdens would place them in an impossible position, 
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+. the case of the younger men the financial penalties 
aes “4 re them if they resign before the end of the three 
years’. probationary service are too. great for their slender 
. Those who intend joining the service must know that there 
is grave discontent among medical officers in Malaya and that 
this discontent is amply justified. They must also realize that 
they can place no trust in the. truth of statements concerning 
conditions of service in the Colonies made to them at their 
interview in London... These are-not the complaints of an 
inexperienced person who takes badly to service conditions, for 
I have already had six years with the Navy and am well used 
to the discipline of that Service. Nor are they those of one 
who dislikes hard work in a hospital. They are the bitter 
complaints of a man who resigned after six months in the 
Malayan Medical Service and who has seen his plans for the 
_ future destroyed by the delibesate misrepresentations of a 
supposedly responsible Government Department.—I am, etc., 
Singapore. R. O’Kane. 
** The Colonial Office: informs us that a commission to 


investigate salaries in the Malayan Medical Service has now 
arrived in Malaya.—Epb., B.M.J. 


Tuberculosis and the N.H.S. Act 

Sirn,—We may expect to see the personnel of the regional 
boards published at any moment, and as soon .as appointed 
they will have to get to work on the new organization due to 
operate from April 1, 1948. We also note that the Minister of 
Health himself is to give an address on July 8 at the Common- 
wealth and Empire Health and Tuberculosis. .Conference, 
arranged by ‘the National Association for the Prevention of 
Tuberculosis, on the “National Health Service Act and its 
Effect on Tuberculosis Schemes.” 

Tuberculosis, because of its effect not only on the patient 
but on the community, presents special problems and diffi- 
culties, as is generally admitted ; we note that the Minister of 
Health and Minister of National Insurance have accepted the 
position that pulmonary cases will qualify for. extra benefits, 
and the Ministry of Labour is planning special workshops for 
the tuberculous. No scheme for the prevention and treatment 
of tuberculosis can ever be efficient and effective unless the 
family is regarded as the unit. If separate medical staffs under- 
take separate parts of what should be a unified tuberculosis 
scheme, then we shall surely see return a state comparable with 
the pre-Astor-report days. ad 

Leading officials of the Ministry of Health have stated that 
it is the full intention to continue the best features of efficient 
tuberculosis schemes. How, then, can we ensure within the 
framework of the new Act the greatest possible integration of 
the several components which ought to constitute a workable 
and successful regional organization?- May’ I set down my 
views to achieve this end? 9" ; 

1. The Minister of Health, after consultation with central health 
services council, should have a tuberculosis advisory: committee to 
advise on policy and to provide technical guidance on tuberculosis. 
such course being permissible by Section 2 (3) of the Act. 

2. For the control and direction of the’ day-to-day tuberculosis 
work of diagnosis and treatment there should be appointed by each 
regional board a tuberculosis committee to be assisted by a regional: 
tuberculosis officer and staff. The committee could take the form 
of (a) selected members of the regional hospital board, with 
co-opted persons of experience in tuberculosis, or (6) an advisory 
technical body of mainly tuberculosis officers and medical officers of 
health, or (c) in large regions, both (a) and (b)—that is, a tuber- 
culosis committee aided by a technical body. 

3. The tuberculosis medical staff for each region shotld consist of 
one or more graded medical teams with clerical assistance and tuber- 
culosis health visitors who would assist in the dispensary work and 
bring a first-hand knowledge of the family circumstances and con- 
ditions and contacts—so important in a scheme based on persuasion. 
Each team could be given responsibility for an area containing 
several hundred thousand population, and preferably coextensive 
with one or two hospital management committee areas. The teams 
should perform -both dispensary and sanatorium duties, work in 
the closest relation with the general practitioners, examine contacts,’ 
and be given the definite duty to assist the medical officers of: 
health of county and county borough ceuncils in care work and in 
Preventing the spread of infection. Each team should have.a 


register of all the:tuberculosis cases in their area, and generally 
hold the. tuberculosis: service together so that they would always | 
know what is happening to the patients, both pulmonary and non- 


4. Throughout the country there are ‘many small tuberculosis 
institutions; it is the intention gradually to eliminate these as 
separate units arid to provide equivalent accommodation as part 
of the largé and improved general hospitals. They may take a long 
time. Meantime how should the day-to-day management of. the 
existing sanatoria be effected? I suggest that they and the tubet- 
culosis dispensaries be taken as a group in each region, and adminis+ 
tered by the regional tuberculosis committee, which,,could and 
should co-operate where advantageous with hospital management 
committees in the region. ; 

The proposed transfer of the whole hospital and specialist 
services on April 1, 1948, will involve (along with general 
medical, dental, pharmaceutical, ophthalmic, etc:, services) a 
considerable feat of organization ; in the event of delay, and 
if the date fixed cannot be amended, I suggest that the county 
councils and county boroughs be asked to continue by contract 
the tuberculosis service on behalf of the regional boards until 
the transfer can be made on a: well-planned basis.—I am, etc., 


Church Stretton, Shropshire. ‘ G, Lissant Cox, 


Intra-group Transfusion Reactions 

Sin,—One of the problems in connexion with iso-sensitiza- 
tion to the Rh factor that still awaits clarification is why | 
transfusion reactions due to this cause were not recognized ti 
1939, when Wiener and Peters encountered three cases follow- 
ing transfusions of blood of the homologous groups. It can- 
not be said that opportunities for iso-immunization were nat. 
frequent. Previous to the discovery of liver therapy for Addi- 
son’s anaemia repeated blood transfusion was the only effective 
treatment. It is seen from the reports of the British Red 
Cross Blood Transfusion Service relating to this period that 
approximately one patient.in five that was transfused was a 
subject of pernicious anaemia. ; ; 

The demonstration of anti-Rh agglutinins by the rapid slide 
test of Diamond and Abelson would seem to throw some light 
on the cause of the delay in the recognition of intra-group 
transfusion reactions. In this test, oxalated undiluted blood 
is used instead of a dilute suspension of red cells employed 
in the tube-agglutination test. The use of a 2% suspension pf 
red cells in routine blood grouping and cross-matching has 
now become the standard technique in every blood bank and 
laboratory. The advantages claimed for this technique dare 
that it helps iso-agglutination to develop promptly by pro- 


viding optimal conditions, and also prevents errors due to false 


agglutination. Concentrated blood, on the other hand, tends 
to mask a weak reaction. 
~ It will be remembered that, previous to’ the adoption of the tube 
method, whole blood or defibrinated blood was almost exclusively 
used for blood-grouping and cross-matching purposes, and that the 
tests were performed on a tile or slide, Very often the drop’ of 
blood. was transferred to the drop of grouping serum (or recipient’s 
serum) direct from the finger-prick by means of a platinum loop. 
I saw this rapid test done on a porcelain tile by Dr. H. F. Brewer, 
medical officer of the British Red Cross Blood Transfusion. Service, 
at St. Bartholomew’s Hospital, London, in 1932. ia 
It will be seen that the Diamond-Abelson test for Rh iso-sensitiza- 
tion does not appreciably differ from the blood-grouping and direct- 
matching technique followed in the earlier days. Is it \possible that 
incompatibilities were encountered and donors, though of the 
homologous blood groups, were rejected, although the true 
explanation for the anomalous reactions was*not known? The 
answer would seem to be in the affirmative. 


secretary 
Transfusion Service (Journal, Nov. 21, 1936, p. 1032), one of the © 


problems suggested for consideration was “ cross-groyping of donor 
against patient.” The following statement is found under this 
heading. “ During the past eight months 78 donors have been 
found to be incompatible against patients of their own group. This 
has been found especially prevalent in Group I (Moss).” Whether 
they were all due to subgroups or to some other cause it is difficult 
to it. is clear incompatibility’ was a 
problem for serious consideration. It was naturally a problem to 
the service rather than to- the clinicians. 


_ There can be no doubt that the change in the technique from 
the .use:of whole blood to diluted blood was directly respon- - 
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sible for bringing down the sensitivity of the direct-matching 
test by almost one-half. It was apparently not suspected that 
the use of dilute blood would interfere with agglutination of 
the red cells sensitized by the “blocking” or “incomplete ” 
antibody. 

1 have been prompted to point out the similarity between 
the Diamond—Abelson test and the direct-matching test as it 
was performed in the ‘thirties as a possible explanation for 
the non-recognition, or perhaps non-occurrence, of intra-group 
transfusion reactions due to the Rh factor and not to bring 
any discredit whatever on the value of the test. Indeed, to us 
in India, where anti-Rh serum is so hard to obtain, the test 
has been a real bOon as it enables the detection of intra-group 
incompatibility in absence of anti-Rh serum and also helps 
to select.a compatible donor. And that is what the clinician 
is interested in—i am, etc., 


Office of the Director-General, 
Indian Medical Service, 
Delhi, 


K. S. RANGANATHAN. 


Retrodisplacement and Fertility 

Sm,—Whenever a man states that there is “no shadow of 
doubt ” about an assertion one may know that even he suspects 
its truth. Dr. Bethel Solomons (April 5, p. 465) asserts that 
“ There is not the slightest doubt that retrodisplacement of the 
uterus is a cause of sterility.” Had he stated that retrodisplace- 
ment is frequently associated with lowered fertility there would 
be less reason to disagree with him. 

Some people with retroussé noses have nasal obstruction, but 
one should not assert that retroussé noses cause nasal obstruc- 
tion. On the other hand damage to the nasal septum may pro- 
duce both nasal obstruction and a retroussé nose. It will not 
cure the nasal obstruction for a plastic surgeon to build a 
Roman nose, and the obstruction is usually relieved without 
altering the curve of the external organ. 

Retroversion is one of the normal positions of the uterus, 
though less common than anteversion. Lowered fertility is a 
frequent concomitant of uterine hypoplasia, and the hypoplastic 
uterus is very frequently either acutely retroflexed or acutely 
anteflexed ; but it is a bold statement that the position of the 
‘uterus causes the failure of conception. To put the uterus in 
another position will not cure its imperfect development, and 
as a matter of practical experience does not cure infertility — 
I am, etc., 


Newcastle-upon-Tyne. FRANK STABLER. 


Reiter’s Syndrome 

Sm,—In the interesting annotation on Reiter’s syndrome 
(April 12, p. 495) it is noted that this condition is apparently 
confined to young adult males. 

Two cases occurring in women have been described. Details 
of one are given by Dr. A. Touraine under the title of “ pseudo- 
gonococcie entéritique” (Ann. Derm. Syph., Paris, 1946, 6, 
687). The other case, described by W. Lever and G. M. 
Crawford (Arch. Derm. Syph., Chicago, 1944, 49, 389), is cited 
by A. Touraine and A. Ruel in a very comprehensive survey 
of the subject (Ann. Derm. Syph., Paris, 1946, 6, 61).—I am, 


etc., 
London, S.W.1. JAMES MARSHALL. 


Sm,—I read in your annotation (April 12, p. 495) that Reiter’s 
disease is apparently confined to young adults. 

It might be of interest to report that three months ago I 
attended a man of ‘58 who had this disease.’ It began with 
painful haematuria following in three days with bilateral con- 
junctivitis, and two days later an arthritis of the right ankle. 
The urethritis cleared in a week and the conjunctivitis in five 
days, but the arthritis became increasingly painful, and both 
knees were affected ten days from the onset of the original 
symptoms. Eventually his only relief was from diathermy and 
spa treatment. This man had no venereal history, nor had he 
ever had any dysentery. Four years previously he had had 
arthritis in the right knee, and presumably this had left him 
susceptible to a recurrence of arthritic 'symptoms.—I am, etc., 


Hales Owen, . Worcs. G. T. NEWTON. 


Sir,—Having followed the recent correspondence on the 
condition of shock and respiratory depression associated with | 
the use of curare, commencing: with a letter by Dr. M 
Dawkins (Jan. 18, p. 111), with considerable interest, it js 
felt that the following points are pertinent. 

Respiratory depression caused by anaesthetic agents, whether 
due to their action on the respiratory centre or on the respira- 
tory musculature, is associated, first, with an increase in the 
CO, tension and, secondly, with a decrease in the O, tension, 
To understand this it is necessary to realize the underlyi 
physiological facts. The optimum number of respirations 
for elimination of CO, with a tidal air of about 500 ml. js 
approximately 16 per minute in a person having a normal 
basal metabolic rate. However, the amount of oxygen avail- 
able for normal tissue respiration is four times the value neces- ' 
sary; so by this it can be seen that the important factor in 
respiratory depression is CO, accumulation and not anoxaemia, 
CO, accumulation when about 7% causes a rise of blood pres- 
sure through its central action on the vasomotor centre ; at 
lower concentration the CO,, having a peripheral dilating effect 
on the arterioles, causes the central effect to be counterbalanced, 

Some interesting work has recently been published by R. D, 
Dripps in America (Anesthesiology, 1947, 8, 15), where he 
has shown that a fall in blood pressure following cyclopropane 
anaesthesia is associated with a high CO, tension in the blood 
during operation. This also is probably the mechanism of the. 
condition of shock occurring after the use of curare where 
marked respiratory depression has occurred without adequate 
CO, elimination. In using curare I have made a practice of 
not administering it within half an hour of the expected termi- 
nation of an operation, but if increased relaxation is required 
I increase the concentration of the anaesthetic agent I am using, 
and so avoid causing respiratory depression lasting from 15 to 
30 minutes. 

With this CO, accumulation theory in view I do not ever 
add CO, to the anaesthetic mixture, but if there is not a good 
respiratory exchange at the closing stages of the operation | 
give a few minutes of “aided” respiration by pressure on the 
reservoir bag, having first “ blown off” the anaesthetic gases, 

Since having followed this routine I have had no cases of 
shock following curare administration, except on one occasion 
when I found I had been using non-acting soda-lime in a closed- 
circuit apparatus.—I am, etc., 


Leamington Spa. GEOFFREY L. Way. 

Sir,—In his letter dealing with the post-operative anoxaemia 
allegedly attributable to the use of curare, Dr. W. M. Maidlow 
(April 5, p. 466) invokes total carbon dioxide absorption in 
closed circuits as a more culpable factor. In support of his con- 
tention that absorption should be but partial or intermittent he 
asserts that “the carbon dioxide in the circuit causes dissocia- 
tion’ of oxygen from oxyhaemoglobin in the tissues.” The 
italics are mine, and I would submit, Sir, that what promotes 
the dissociation of oxyhaemoglobin in the tissues is the carbon 
dioxide tension in the tissues. This tension is normally higher 
than that in the alveoli. Under resting conditions the relative 
figures are 46 and 40 mm. Hg. If this normal carbon dioxide 
tension gradient is reversed, by either incomplete absorption 
or the addition of carbon dioxide artificially to the inspired 
gases, it becomes easier for the ,oxyhaemoglobin to dissociate 
in the lungs than in the tissues, and the blood leaves the lungs 
having secured rather less oxygen than it would otherwise have . 
done.~* In fact ‘the tissues ‘havé not been “ given the benefit” 
which was intended. Left to themselves the tissues will by 
their own respiration build up a local carbon dioxide tension 
conducive to oxyhaemoglobin dissociation, and we can raise 
that local tension only at the expense of a similar rise in the 
alveolar tension—the old dilemma of the swings and the 
roundabouts. 

It is true that any patient in first- or second-plane inhalation 
anaesthesia will breathe less deeply if he is put into a circuit 
with total absorption, and if the atmosphere he was breathing 
was just sufficient to maintain oxygenation he will now become 
anoxic. But since it is the usual practice to use oxygen-enriched 


atmospheres in closed circuits this situation does not arise during 
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maintenance. It is, however, advisable towards the close of 


the anaesthetic gradually to admit air to the circuit and simul- - 


taneously to allow slightly less absorption, so that the patient 
leaves the theatre with alveolar nitrogen and carbon dioxide 
tensions as near the resting normal as possible and is less likely 
to have the depressed respiration which is almost as bad for 
his ward sister as for him. 

Dr. Maidlow also holds that the use of an endotracheal tube 
necessitates the use of more curare to relax the larynx. I would 
suggest that cocaine would make the larynx more tolerant of 
the tube without predisposing to post-operative respiratory 
depression.—I am, etc., 


Woodford Green, Essex. DoNaLD V. BATEMAN. 


d-Tubocurarine 


Sir—May we, as manufacturers of d-tubocurarine chloride, 
comment on the paper by Dr. Gordon Ostlere (April 5, p. 448)? 

Nomenclature of Curare Preparations.——We suggest that in 
order to avoid confusion the general term “curare” should 
not be used as it has been in the past when referring to pre- 
parations of the drug. “ Curarine,” as originally issued by us, 
was solid crystalline d-tubocurarine chloride. For the conveni- 
ence of the profession this has been replaced by “ tubarine,” 
an aqueous solution of d-tubocurarine chloride. 

Sterility The extemporaneous preparation and sterilization 
of solutions containing d-tubocurarine chloride is no longer 
necessary, as tubarine is a sterile solution. Attempts to sterilize 
d-tubocurarine chloride solutions by heat will probably cause 
a partial decomposition of the salt ; this may account for some 
of the variations in response reported and possibly for some 
of the side-effects. 

Stability—Ostlere states that “The potency of these pre- 
parations remained fairly constant as long as required, in some 
cases up to six months.” It is not clear whether he is referring 
‘to all the preparations he lists or only to the solutions made 
up by him. The method of preparing tubarine ensures its 
stability over considerable periods under normal conditions of 
storage. 

al Preparations and Hypertension.—In the same issue of 
the Journal (p. 445) Drs. J. A. Hobson and Frederick Prescott 
describe their experiences with tubarine in electric convulsion 
therapy. They noted no spectacular rises in blood pressure, 
and, in fact, they deliberately included hypertensives in their 
series without untoward results. We do not consider that 
hypertension per se is a contraindication’ to the use of tubarine 
either in electric convulsion therapy or general surgery. In the 
well-ventilated patient undergoing an operation with relaxation 
secured by tubarine the blood pressure rarely rises more than 
10-15 mm. Hg (Prescott, F., Organe, G., and Rowbotham, S., 
Lancet, 1946, 2, 80).—I am, etc., 


Burroughs Wellcome and Co., 
London, N.W.1. 


JoHN CuRTIS. 


‘Tubocurarine and Blood Pressure 


Sm,—I was interested to note that Dr. Gordon Ostlere 
(April 5, p. 448) reports that blood pressure very commonly 
rises after the administration of curare. The early work on 
this subject (Griffith) shows no effect on the heart and no rise 
or fall in blood pressure. 

I have of necessity used cyrate-in.an open or semi-open circhit 
and have stepped up the oxygen percentage to 50 or more. By 
this means, with or without squeezing the rebreathing bag, it is 
possible to keep the patient well oxygenated, but it is more 
difficult to ensure that one is giving the patient a flow of mixed 
gases of at least 5 litres a minute. I think that the explanation 
of the increase in blood pressure noted may in some cases be 
due to a rise in blood CO, content due to diminished pulmonary 
ventilation, and in the absence of precise evidence to the con- 
trary would not attribute this vasopressor action to curare or 
“tubarine.” I have myself noted a rise of blood pressure from 
150/100 to 180/120 at the end of an operation for closure of 
perforated gastric ulcer. I used a somewhat similar technique 
to that described by Dr. Ostlere, and the patient’s colour and 
general condition were good, but there was then paralysis of 


the ‘intercostal muscles. The blood pressure became. normal — 


(140/100) after artificial respiration. I shall be interested to see 
what blood-pressure changes have been recorded by anaesthe- 
tists using tubarine in a closed-circuit machine with CO, 


absorption.—I am, etc., 
Newport, Mon. K. STEVENSON THOM. 


Pethidine 

Smr,—The communication by Miss Josephine Barnes (April 5, 
p. 437) on the use of pethidine in labour is of interest to the 
staff at the County of Lanark Maternity Hospital and the 
Motherwell and Wishaw Hospital, where the administration of 
pethidine during labour has been a routine practice for over 
two years. During that time 4,000 cases were given this pre- 
paration, with beneficial results in most instances. The effects 
of the drug were similar to those so accurately described by 
Miss Barnes. 

Miss Barnes noted that effective analgesia was experienced 
by 55% of the patients. My impression is that a higher per- 
centage would have been gained by giving larger doses of 
pethidine. At one time we also administered it in quantities 
of 100 mg., but we found that greater benefit could be obtained 
by increasing the dose to 200 mg. It is a preparation which 
every practitioner should include in his obstetrical outfit—1 
am, etc., 


Bellshill, Lanarkshire. SAMUEL J. CAMERON. 


Safety in Electric Convulsion Therapy 


Sir,—In their article (April 5, p. 445) on the use of d-tubo- 
curarine chloride and thiopentone in electric convulsion therapy 
Drs. J. A. Hobson and F. Prescott have discussed the question 
of additional therapeutic procedures which they claim to lessen 
the incidence of the traumatic complications of this treatment. 
They have sought, therefore, to minimize these risks by the 
use of curare, and, because this substance produces subjective 
sensationy at least as terrifying as leptazol, have been driven 
to anaesthetize their patients with thiopentone as a preliminary. 
Surely a case can be made for adopting a more practical view 
of the traumatic risks of E.C.T. In my experience, if the 


pillow under the thoracic spine, no mechanical restraint is 
necessary and compression fractures of the spine with symp- 


patient is placed on a firm surface with a small Tj 


toms of pain in the back are almost unknown. X-ray photo- 


_ graphs show that under these conditions both lumbar and dorsal 


spine are in very slight hyperextension. A lumbar pad merely 
increases the extension of the lumbar spine without altering 
the position of the thoracic spine unless the pad is very large. 
If these fractures were likely to produce later disability, we 
should surely, by now have heard of some in the eight years 
that have passed since E.C.T. was commenced at this hospital, 


but none have so far come to our notice. Such risks from ' 


fracture must, from the patient’s point of view, weigh lightly 
when compared with the much more serious risks of curare 
and thiopentone. Indeed, the authors admit that four deaths 
have so far been reported in the literature from curare- 
controlled convulsions. 

Drs. Hobson and Prescott further claim that a rise of blood 
pressure is.prevented by curaré. For the normal individual 


this is not important, occurring as it does in ordinary exercise, — 


while the work of American authors has shown how well 
hypertensive patients tolerate E.C.T. Finally, it is‘claimed that. 
the unpleasantness’ of E.C.T. is eliminated. If this’is all that is 
desired, then it seems that thiopentone alone would be sufficient, 
but let us recognize that E.C.T., properly carried out with 
modern apparatus, is not particularly unpleasant and that most 
of our patients complain not of the treatment itself but of the 
loss of memory and confusion that sometimes follow. In this 
sphere much can be done with co-operative patients in explain- 
ing that these temporary symptoms may be expected. 

A therapeutic diagram can be drawn which is a complete 
circle of medication. If we start with a convulsant drug, such 
as leptazol, fractures are controlled by curare, while curare is 
controlled by thiopentone. In the event of an overdose of 


thiopentone, we come back to the convulsant for its antidote. 
One wonders what therapeutic heights will be reached if this 
crescendo of medication is allowed to continue—I am, etc., 


RONALD ARTHUR SANDISON, 


Warlingbam, Surrey. 


| 
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of: Weights’ and) 


Stk,—Int his ‘letter (April 19, p.'545) Mr. Oliver Stewart says 


that in my article on “The Internationat System of Weights 
and Méasurés” I argued that because there is no whole-number 
relationship between the metre and the kilogram and the litre 
these last two are no longéet part of the metric system. I did 
not say this; what I did say was that the kilogram: and litre 
have now no connexion with the metre and consequently to 
apply the term metric to them is misleading. 

Mr. Stewart says that the description “ metric” is justified 
on the ground that it is a metonymy, but even if it were a 
metonymy one should avoid using a figure of speech when, 
as in this case, it misleads. One of the reasons why I discussed 
the title for the system was that opponents of the system in 
the United States have already drawn attention to the error of 
calling the system metric when-in, fact it is not. Let us heed 
this criticism and not lay ourselves open to it in, our turn. 
Mr. Stewart’s objection to the description “International 
System” on the ground that it is unfamiliar is interesting. 
None of us who learnt in our. youth the old system felt com- 
fortable at first with unfamiliar millilitres, but none of us, I 
hope, would let unfamiliarity impede reform or let mental 
inertia gain a victory over mental integrity. What is now 
strange and unfamijiar will become ordinary and familiar to 
the rising generation. : 

I am glad that Mr. Stewart is succeeding in his efforts to 
familiarize aviation circles with scientific methods of measure- 
ment and it is gratifying to léarn that the International Civil 
Aviation Organization has adopted the appropriately named 
International System of Weights and Measures.—I am, etc., 

London, W.14. J. M. Hamme. 


“Child Guidance 


Sirn,—Dr. J. A. McCluskie’s letter (April 12, p. 508) con- 
tains several assertions which should be of interest to many 

chiatrists and genéral practitioners. First: Cases should be 
teferred to the child psychiatrist, and then what happens will 
depend on where the child lives. This appears to me to be 
sensible arid practical, and a sufficient answer to Prof. Cyril 
Burt and the Nuffield Committee for the present time. One 
hopes, however, that it will become possible in the future to 
see that no child is denied the best form of help because of 
geographical factors.”. Secondly: “ Only an experienced general 
practitioner knows sufficient of the intimate life of people to 
make evetitually a really good child psychiatrist.” While this 
is rather sweeping, I am prepared to support it to a great 
éxtent. For this reason, rather than the one put forward by 
Dr: McCluskie, I am also perturbed about the tendenty to 
“drive more child guiddnce into the: out-patient departments 
of mental hospitals.” It would be interesting to learn’ what 
percentage of practising psychiatrists to-day have had more 
than, say, six months’ experience in general practice. - 

In this approaching new era of medicine, when one under- 
stands that doctors will be classified and ranked, I suggest that 
no doctor should be given the status of specialist unless he has 
done a minimum. period in general practice: In the specialty 
of psychiatry this period should be longer than in others, with 
perhaps child psychiatry necessitating the longest period. —I am, 
etc., ; 
Reigate. S. SHARMAN. 


Correction of Medical Register 

Sir,—I am desired by the returning officer to say that voting 
papers for the purpose of the forthcoming election of one 
member of the General Medical Council to represent the 
registered medical practitioners resident in England were issued 
on April 22 to all practitioners having registered addresses in 
England ; and that the authorities of the Council would be glad 
if any such practitioner who has not received a voting paper 
would communicate immediately with the office of the Council 
(44, Hallam Street, London, W.i), whether or not he proposes 
to vote in the election, in order to ascertain that his address, is 
correctly entered in the Medical Register—I am, etc., 


London, W.1.. . MICHAEL HESELTINE. 


Cc. LOUIS LEIPOLDT, F.R.C.S. 
We announce with regret the déath' on April 14, at the age 
of 67, of Dr. C. Louis Leipoldt, who was for many years 
editor of the South African Medical Journal and secretary of 
the’ Medical Association of South Africa. . Dr. Leipoldt was 
a remarkable personality. His reputation as a medical editor 
as a war correspondent, poet, and gourmet extended far beyond 
the bounds of his native South Africa. 

Christian Fred Louis Leipoldt was born at Clanwilliam, 
Cape Province, in 1880. He had no formal schooling 
but was educated by his father, who, like his grandfather 
was a missionary. After matriculating he joined the staff 
of the South African News in Capetown and was war 
correspondent during the South African War for a number 
of European newspapers. His literary career had begun 
rather earlier when he won a prize for an. essay in the 
Boy’s Own Paper. At about the same time he had contri- 
buted to the correspondence columns of the Cape Times. His 
views. and his way of expressing them so‘impressed the editor 
that. Leipoldt was invited to visit the office. By 1902 Leipoldt 
was roving around Eyprope as a free-lance journalist, work 


which ended when he became a student at Guy’s Hospital, - 


He qualified M.R.C.S., L.R.C.P. in 1907, studied for a while 
at Berljp and Graz, and took the F.R.C.S. in 1909. A few 
years later he returned to South Africa. The record of his 
work as a pioneer médical inspector of schooJs in the Trans 
vaal is to be found in Bushveld Doctor, which was published 
in London in 1937. By 1919 Leipoldt had been appointed 
medical inspector of schools in Cape Province, but in 1923 
he joined the editorial staff of the Pretoria newspaper Die 
Volkstem. Later he again left journalism for medicine and 


set up in Capetown as a paediatrician. His interest in this | 


specialty continued and he was made a corresponding mem 
of the British Paediatric Association in 1935. 

In 1927 Leipoldt was appointed organizing secretary of the 
Medical Association of South Africa and at the same fime, 
with Dr. W. Darley-Hartley, he became joint editor of the 
Journal of the Medical Association of South Africa (B.M.A). 
The publication of the first mumber of this new journal on 
Jan. 8, 1927, marked the successful outcome of efforts which 
had been madé over several years to combine two medical 
associations and two journals, the South African Medical 
Record and the Medical Journal of South Africa. The union 
of the two associations and its establishment as an integral 
part of the British Medical Association owed much to the 


statesmanlike efforts of Dr. Cox. In the following year Dr. : 


Leipoldt was one of the South African representatives at the 
meeting of the. Representative Body at Cardiff. 
Dr. Leipoldt continued as editor of the Journal of the 
Medical Association of South Africa, later the South African 
Medical Journal, until the end of 1944, when he was succeeded 
by J. S. Du’ Plessis.’ Hé pointéd out at one time that the 


policy of his journal was “ the policy of.the Medical Associa- | 


tion of South Africa on all questions whereon the Association 
in the interests of the practitioners of. this country speaks with 
the consensus. of its members.” He added; “That ideal does 
not exclude editorial responsibility, nor does it bridle editorial 
initiative, but it strengthens and enlarges both.” When Dr. 
Leipoldt retired from, the-editorship his successor paid fare- 
well tribute to his “ few idiosyncrasies ” as well as. to his “ great 
and many virtues.” 

Leipoldt cultivated a natural taste for food and wine, and 
one of his well-known foibles was to proclaim that wine was 
infinitely more beneficial than milk; which he was inclined to 


distrust. Among other accomplishments he was a good cook, — 


a keen botanist, and a student of bird life. . 

Leipoldt’s main interests were in literature and in medical 
science. He wrote fluently and elegantly in either Afrikaans 
or English, and in 1936 he published a biographical study. of 
Jan van Riebeeck, the first commander of the first white settle- 
ment at the Cape of Good Hope. Leipoldt will be remembered 


by medical men as an editor and as a devoted servant of the 
' Medical Association of South Africa. He will. be remembered 
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by many others for his contributions to literature and more 
especially to the Afrikaans literature. His tenure of office 
began with the establishment of the Medical Association of 
South Africa as a group of Incorporate Branches within the 
British Medical Association. He played a great part in the 
steady growth and development of the Association he served. 
In retirement he saw on Det. 31, 1945, the final separation of 
the Branches in South Africa from the parent Association, and 
the first steps taken towards affiliation. 

Major-General A. J. Orenstein writes: Although I first met 
Louis Leipoldt in 1918, it was during his tenure of office as 
Organizing Secretary of the Medical Association of South Africa 
and Editor of its journal, particularly during the seven years of 


my presidency of the Federal Council, that I got to know him’ 
~ well. He held both offices for about twenty years, during which 


he contributed much to the growth of the association and the 
journal. In this time the association grew into a powerful and 
influential body, and the journal kept full pace with the growth 
of the association. Leipoldt was rather impatient of restraint 
and resentful of what he considered undue interference. Thus 
there were some clashes between him and certain members of 
the Federal Council. Towards the end of his incumbency his 
health was poor, and he considered retirement several years 
before he finally left. By this time the association and the 
journal were firmly established. ; 

His contributions to Afrikaans literature earned him most 
deservedly a very high place in the esteem of South Africans. 
To this others more competent‘than I have borne testimony. 
A gifted man and a notable personality has passed away. 


Dr. JoHN INGRAM, of Devonport, died on March 4 at the age 
of 77. A student of Aberdeen, he qualified M.B., C.M. in 1893 
and joined the Colonial Medical Service shortly afterwards. 
He was posted to West Africa and saw service in the Gold 
Coast hinterland, for which he was awarded the medal with 
clasp. and bar. 

Prof. G. Grey Turner writes: John Ingram, a Northesn 
Scot, studied at Aberdeen in the days when Alexander Ogston 
was such an outstanding figure in surgery. His influence made 
a great impression on Ingram and, in consequence, from the 
outset of his career he was attracted to the surgical side of his 
work. After returning to this country from West Africa he 
started practice at Wallsend-on-Tyne, where he came under the 
influence of Rutherford Morison, whom he greatly admired. 
Ingram was quick to exercise his aptitude for surgery, and as 
most of his patients at that time were of the humbler class he 
frequently called me in and we did a great deal of operative 
work together. I am glad to acknowledge the value of those 
early experiences and have often stated that I learned my 
surgical work operating in the small industrial homes of ,Tyne- 
side at the invitation of John Ingram. The cases were of 
considerable variety, though most were abdominal emergen- 
cies. _He was an excellent diagnostician and had a happy 
knack of managing his patients, who always seemed to be guided 
by his advice so that there was no delay in getting their con- 
sent for operative procedure. The houses usually consisted of 
only two or three rooms, with perhaps a scullery, A neigh- 
bouring doctor gave the anaesthetic, which was always chloro- 
form on*an open mask. We operated on the kitchen table and 
scarcely ever had the luxury of a nurse, and only occasionally 
the help of a “handy body.” Of course the technique was 
of the simplest and was entirely on the antiseptic plan, but 
Ingram was a first-rate assistant and co-operated splendidly, 
and wound infection was almost unknown. In retrospect I 
now realize that the results were really most satisfactory. 
After some few happy years in this practice Ingram moved 
south, and for a time joined his cousin Peter, who had 
also migrated from Wallsend, in practice at Muswell Hill ; 
then after two or three years he went on tq Devonport 
in 1908, where he continued in practice to the end. As age 
crept on there was a period, a sort of interregnum, when he 
took up bulb-growing as a sideline, and later he made several 
passages to the East, mostly to China, as a ship’s doctor, but 
his real interest was always in surgery. During the 1914-18 
war he was surgeon to the Military Hospital in Devonport, and 
throughout the whole. of this last war Ingram acted as medical 
officer at a transit camp in Devonshire. It was towards the end 
of his service there that he began to exhibit sone evidence of 
eaiing. enti. but fortunately, he was spared the tedium of a 

Apart from the absorption of his work and his family his 
main interest was in country life, and he loved to steal away, 


\ 


without preparation or formality, to his beloved Aberdeenshire 
or to the border country for a few days with rod or gua. John 
Ingram was a man of quiet efficiency and determination, with 
high ideals and a strict professional code, and with a lasting 
sense of gratitude to those whom he conceived had helped or 
influenced him. His calm, even temperament and good humour 
inspired confidence and engendered affection in hosts of patients 
who mourn his loss. ‘He is survived by a widow, a son, who 
is also in the profession, and five daughters. 


Dr. ARTHUR JAMES Lewis died in Southport on March 26. 
A student of Edinburgh University, he qualified in 1904, and 
proceeded M.D. two years later. He held resident posts in the 
Royal Infirmary and the Simpson Memorial Hospital, and spent 
some time in the mission field: before settling in Southport, 
where at first he worked in close association with his brother. 
Por many years he played an active part in the work of the 
British Medical Association. He was a member of the execu- 
tive of the Southport Division for twelve years, and he also 
held the offices of secretary and chairman. For some years he 
was secretary of the local medical war committee and president 
of the Southport Medical Society. For twenty-five years he was 
secretary of the panel committee and for most of that time 
representative at the Panel Conference. This last outstanding 
service was acknowledged, on his retirement, by the presenta- 
tion of a written testimonial and a cheque from his colleagues. 
Dr. Lewis was medical officer to the local branch of Dr. 
Barnardo’s Homes, and in the 1914-18 war he served in the 
R.A.M.C. During the recent war the loss of his son on active 
service took its toll, but so far as his strength permitted he 
continued his services to his patients and to the profession. 
Never obtruding though always ready to avow and sup 
his opinions, Lewis was held in the aflection and esteem of his 
colleagues, whose sympathy goes out to his widow and two 
daughters. 


-Medico- Legal 
A LOST INDEX FINGER 
[From ouR MEepIco-LEGAL CORRESPONDENT] 


A butcher’s wife, of Doncaster, made a deep cut in the index 
finger. of her right hand in September, 1945. She went to 
the assistant of the two partners whose insured patient she was. 


‘Eventually the finger became gangrenous, and she had it 


amputated by another doctor. She brought an action against 
the partners and the assistant, which was heard before Mr. 
Justice Oliver at Leeds Assizes at the end of March.’ She 
said in evidence that on her first visit the doctor had washed 
the wound under a running tap and bound the finger with 
adhesive strapping. She complained of paih. and at the second 
visit he had given her two morphine tablets, but she alleged 
that he did not examine the finger properly ; he covered the 
old strapping with more tape, which he wound tightly. It 
was left in place at a third visit. At a. fourth one of the 
partners removed it but applied another tight bandage. 

The assistant said in evidence that he had wished to_ stop 
further loss of blood. He had told the patient that she would 
have to rest her hand and see him in two or three days. At the 
third visit he could see that the wound was still bleeding, and 
blood was showing through the dressing. He removed it suffi- 
ciently to see that blood was still flowing freely. He prescribed 
further rest. There was no obstruction to the circulation. 
A Sheffield surgeon said in evidence that great care should have 
been taken with the bandaging of the finger and that the 
strapping should not be so tight as to cause constriction. 

In giving judgment Mr. Justice Oliver said that hé had not 
been favourably impressed by the assistant as a witness: his 
manner had been extremely nervous and uncertain. The 


patient’s manner had been eloquent of truth, and he had no | 


hesitation in preferring her. evidence to the doctor’s. He had 
no doubt that gangrene had been set up by the constriction 
of the strapping. It had been the assistant’s obvious duty to 
remove the first bandage and rebandage the finger. He awarded’ 
£350 general damages and £12 Is. agreed special damages. with 


. costs, against the assistant, with liberty to apply against the 


partners, 


1 Yorkshire Evening News, March 28, April | and 3. 
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Universities and Colleges Medical Notes in Parliament 
= = — 


UNIVERSITY OF LONDON 
Str. THomas’s HospiraL MEpIcaL SCHOOL 


Prof. W. G. Barnard, F.R.C.P., director of the Department of 
Pathology, has been elected Dean of St. Thomas’s Hospital Medical 
School in succession to the late Prof. B. A. McSwiney. 

The title of Professor Emeritus of Chinese Art and Archaeology in 
the University has been conferred on Walter Perceval Yetts, C.B.E., 
D.Lit., M.R.C.S., L.R.C.P., on his retirement from the Chair of 
Chinese Art and Archaeology at the Courtauld Institute of Art. 


The tithe of Reader in Physiology in the University has been - 


conferred on Charles Cyril Norrey Vass, M.Sc., Ph.D., M.B., 
Ch.B., in respect of the post held: by: him at St. Thomas’s Hospital 
Medical School, from Oct. 1, 1946. bs j 

Sir Paul Fildes, M.B., B.Chir., F.R.S., has been i as a 
teacher of biochemistry at the Lister Institute, in the Faculty of 
Science. 

The following appointments have been approved for the purpose 
of the M.D., Branch I examination: House-physician, resident 
medical officer, and medical registrar at the Central Middlesex 
County Hospital; house-physician, resident medical officer and 
medical registrar at the West Middlesex County Hospital; house- 
physician, resident medical officer and medical registrar at the 
a County Hospital; house-physician at the Hillingdon County 

ospital. 

The following have been added to the list .of. areas approved for 
the purposes of instruction in public health administration for the 
D.P.H.: Metropolitan Borough of Hammersmith; Metropolitan 
Borough of Islington; Municipal Borough of Wembley; Urban 
District of Harrow. 


UNIVERSITY OF SHEFFIELD 
At a Congregation to be held on. July 1 the honcrary degree of 
D.Sc. will be conferred on Sir Howard Florey, M.D., F.RS., 
professor of pathology in the University of Oxford. 


ROYAL COLLEGE OF PHYSICIANS OF LONDON 
Prof. Ronald Epey Lane, F.R.C.P., will deliver the Milroy 
Lectures on Tuesday, May 20, and Thursday, May 22, at 5 p.m., at 
the College, Pall Mall East, S.W. His subject is “‘ The Care of the 
Lead Worker.” 


ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF 
GLASGOW 


At a meeting of the Royal Faculty of Physicians and Surgeons of 
Glasgow, with Prof. G. B. Fleming, President, in the chair, the 
following were admitted Fellows of Faculty qua Physician: J. Allan, 
M.B., R. T. S. Gunn, M.B., J. R. Lauckner, M.B., A. C. Macdonald, 
M.B., J. H. Ramage, M.B., D. N. Ross, M.B. 

The following were admitted Fellows of Faculty qua Surgeon: 
J. A. V. Hamilton, M.B., D. J. Livingstone, L.R.C.P.&S.Ed., 
I. McLennan, M.B., V. Muhamed, M.B., J. Neilson, M.B., A. 
Paterson, M.B., W. Reid, M.B., D. G. Smith, M.B. 


ROYAL COLLEGE OF OBSTETRICIANS AND 
GYNAECOLOGISTS 
The William Blair-Bell Memorial Lecture on “ Tubal Occlusion ” 
will be delivered by Mr. Linton M. Snaith, M.S., F.R.C.S., at the 
College (58, Queen Anne Street, London, W.) on Wednesday, 
May 14, at 5 p.m. The William Meredith Fletcher Shaw Memorial 
Lecture, will be delivered by Prof. F. J. Browne, M.D.Aberd., 
F.R.C.S.Ed., at the College on Friday, July 4, at 3 p.m. His subject 
is: “* Hypertension in Pregnancy”; at 5 p.m,, Mr. J. A. worthy 
will deliver the Biennial Schola 
Fantasy in the Stuidy of Female Sterility.” All members of the 
medical profession are invited to attend the lectures, but admission 
is by ticket only obtainable from the secretary. Applicants should 
indicate for which lectures tickets are required. 


SOCIETY OF APOTHECARIES OF LONDON 
On May 8 the Honorary Freedom of the Society will be conferred 
upon Sir Stanley Hewett, Surgeon Apothecary to the King, and the 
Honorary Mastery of Midwifery will be bestowed upon Sir Allen 
Daley, Sir Eardley Holland, and Sir William Fletcher Shaw. The 
time of the ceremony is 8 p.m. for 8.30 p.m.; a soirée will follow. 


COLLEGE OF PHYSICIANS AND SURGEONS OF BOMBAY 
The Council of the College of Physicians and Surgeons of ,Bombay 
at its meeting held in January decided to institute postgraduate diplo- 
mas in the following subjects: (1) dermatology and venereology ; 
(2) otorhinolaryngology ; (3) orthopaedics:; (4) anaesthetics ; (5) radio- 
logy ; (6) anatomy; and (7) physiology. The regulations relating to 
the examinations for these diplomas are in course of preparation. 


ip (Sterility) Lecture on,“ Fact,and. 


THE BUDGET 
On Tuesday, April 15, Mr. Datton, the Chancellor of the 
Exchequer, in his Budget statement said that he was Providing 
this year £25,000,000 more for housing and for the prelimi 
expenses of the national health services. There was also 
£23,000,000 more for the Munistry of National Insurance 
Family allowances had cost this year £4,000,000 more than 
had been expected. He had been told that there were some 
200,000 more eligible babies than were allowed for by the 
actuaries. Many uncertain factors would affect next year’s 
Budget. They would see, however, increases in the expenditure 
on social services. In particular there would be an increase jp 
the national expenditure on health, following the transfer of 
the hospitals from local to national ownership. Next year the 
Minister of Health and the Secretary of State for Scotland 
would help him to rearrange the relationships of national to 
local finance at a cost to the Treasury of a little less money, 
A new block grant was needed, better arranged and costing less, 
and, so far as its distribution among local authurities was cop. 
cerned, acting to a greater extent than heretofore for the benefit 
of the rer authorities. 

In his concluding remarks on the revision of the tobacco 
duty, Mr. Dalton said, “ All we need to do is smoke a little 
slower. We must throw away our stubs a little shorter and 
knock out our pipes a little later. All this may even be quite 
good for our health and the state of our nerves.” 


Scottish Health Services 


The National Health Services (Scotland) Bill was considered 
in Committee in the House of Commons on Munday, April 21. 

Mr. Westwoop, on Clause 22, moved an amendment to 
delete the section appointing the local health authority as the 
local authority for the purposes of Part | of the 1937 Children 
and Young Persons (Scotland) Act. He said that since the Bill 
had been drafted the Clyde report on the care of homeless 
children had been received and was being considered. The 
amendment was agreed to, the Committee stage was concluded, 
and the motion for the Third Reading was debated. 

Mr. WALTER ELLIOTT moved an amendment for the rejection 
of the Bill on the grounds that it centralized control of institu- 
tions in ihe hands of the Secretary of State, deprived local 
autherities of the powers of administration, took power to 
divert trust funds against the wishes of the donors, and gravely 


threatened the future practice of medicine in the wider sense. 
After a full debate the amendment was defeated by 143 votes 
to 54, and the Bill was read a third time. 

(A full report of the debate has had to be held over till our 
next issue.) 


Mass Radiography.—On April 17 Mr. CALLAGHAN asked when 
Mr. Bevan expected to extend to all school-children the benefit of 
the mobile x-ray units for detecting chest troubles at an early 
stage. Mr. Bevan said mass radiography was steadily increasing 
and would be extended to more children as apparatus and staff 
became available. Present experience suggested that it was of 
amore value at school-leaving age than before. 


The Services 


— 


CASUALTIES IN. THE MEDICAL SERVICES 


Killed in Action —War Substantive Captain.John Wayne Goronwy, 
R.A.M.C. 


INDIAN MEDICAL SERVICE DINNER CLUB 


The Indian Medical Service annual dinner will be held at the 
Connaught Rooms, Great Queen Street, Kingsway, London, W.C, 
on Thursday, June 12, at 7 p.m. for 7.30 p.m., when Lieut.-Gen. Sir 
Bennett Hance will preside. The cost of the dinner is £2 2s. per 
head, inclusive of wines, cigarettes, and gratuities to waiters. The 
charge for a ticket to those members of the Dinner Club whose 
subscription is not in arfear will be 16s. 6d., while the charge 
in all other cases is that charged by the caterers, viz., £2 2s. Dress 
will be either dinner jacket, dark lounge ‘suit, or service dress, ‘but 


decorations will not be, worn with civilian attire. Emergency con 


missioned officers, including ladies, are invited to attend, and ar 
also eligible to become members of the club. Applications to 
attend the dinner should be sent, together with a remittance, to 
Mr. A. W. Brown of Grindlays Bank, Ltd. (54, Parliament Street, 
London, S.W.1). \ 
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INFECTIOUS DISEASES AND VITAL STATISTICS 
We print below a summary of Infectious Diseases and Vital 
Statistics in the British Isles during the week ended April 5. 

Figures of Principal Notifiable Diseases for the week and those for the corre- 
sponding week last year, for: (a) Ragland and Wales (London included). (b) 
London (administrative county). (c) Scotland. (d) Eire. (e) Northern Ireland. 
Figures of Births and Deaths, and of Deaths recorded under each infectious disease, 
are for: (a) The 126 great towns in England and Wales (including London). 
) London (administrative county). _(c) The 16 principal towns in Scotland. (d) 
oe 13 principal towns in Eire. (e) The 10 principal towns in Northern Ireland. 
A dash — denotes. no cases; a blank space denotes disease not notifiable or 
no return available. 
1947 1946 (Corresponding Week) 
Disease 
Cerebrospinal fever 86, 10, 25) 8) 96) 13) 35) 3) 3 
Deaths 2 2) 1 | 
Diphtheria 18; 42) 10) 10} 463! 107| 12 
Deaths | — 1 1 
Dysentery ag 444 6 21; — — 294; 28) 34) | — 
Encephalitis lethargica, 
Deaths 
Erysipelas 10 S| 13) 4 
Deaths | 
Infective enteritis or 
diarrhoea under 2 7 30 
years 
Deaths 89} 20) 22) 65| 17} 10) 7 
Measles * 8,343] 440) 254) 25 2,268) 736] 814| 41 
Deaths 20| — 3 2; — 3, 
Ophthalmia neonatorum 68 4 i7—| 49) 1 
Paratyphoid fever 66 3) — — | — 
Pneumonia, influenzal . . 730| 55; 77| 4 967; 61) 17) 15) 2 
Deaths (from influ- 
Pneumonia, primary .. 129) 27 . 314) 57 
Deaths 54 1 50} 10| 16 
Polio-encephalitis, acute |. 1 1 1;| — 
4 — 1 1) — 
Puerperal fever . . 1} 14 
Puerperal pyrexia 115) 6 10) — 1} 176 
Deaths | | 
Scarlet fever 995; 86) 155} 24) 33] 1,392/ 102 39 
oid fever .. 8} — | — 
Whooping-cough* 1,775| 192| 198} 71] 15} 2,109 169) 94| 36| 13 
Deaths 7 3} 2) 2 — 
Deaths (0-i year) 319] 78; 80 16] 431; 64, 59) 38, 19 
Infant mortality rate 
(per 1,000 live Births) | | | 
Deaths (excluding still- [ | Ma 
births) | 5,301) 870) 690 151} 5,225; 820) 683) 237) 157 
Annual death rate (per 
1,000 persons living) 14-3 15-0} 15-2 
Live births .. | 8,536/1277/1085 294] 7,975]1129| 990] 377) 268 
Annual rate per 1,000 
persons living 21-9 19-9| 24-2 
Stillbirths 285; 33 266} 38) 35 
Rate per 1,000 total 
births (including 
stillborn) .. a 30) 34 
* Measles and whooping-cough are not notifiable in Scotland, and the eturns 
are therefore an approximation only. 
tIncludes primary form for England and Wales, London (administrative 
county), and Northern Ireland. : 
Includes puerperal fever for England and Wales and Eire. 
Return of births and deaths for Eire from week ended March 8 to week ended 


5 appears on page 584, 


EPIDEMIOLOGICAL NOTES 


Influenza in Europe 


During the winter of 1946-7 the incidence of influenza varied 
from near epidemic to virtual absence in European countries. 
The largest outbreak recorded was that in Sweden, where 25,000 
cases occurred in the central and southern section of the 
country during the first five weeks of this year. The epidemic 
was due to a benign type of virus A and the mortality was 
insignificant. The neighbouring north-western countries re- 
corded no undue prevalence of influenza. The only other 
countries with a high incidence were Belgium and Bulgaria. 
In Belgium 10 to 15% of the population suffered a mild attack 
in January and February, and in Bulgaria the incidence rose 
sharply in February, but only a few deaths were recorded. In 
most of the countries for which information is available the 
distribution of the disease was patchy and of low virulence. 
In those countries where the virus has been isolated an A type 
was found. In England and Wales the virus A isolated this 


winter was antigenically somewhat different from that recovered 


in previous outbreaks. 


Sanitary Control of Ice-cream . 

New regulations for the heat treatment of ice-cream will come 
into force on May 1. 
Ministry of Health under the Food and Drugs Act, 1938, and 
originally put forward in the form of a Draft Order which was 
the subject of an annotation in the Journal of Oct. 19, 1946 
(p. 584). Ice-cream prepared by typhoid carriers was responsible 
for outbreaks of typhoid fever at Aberystwyth and at Coat- 
bridge, Lanarkshire, last year, and for less spectacular out- 
breaks in other parts of the country. It will be recalled that 
at Aberystwyth Vi-phage Type C organisms from a urinary 
carrier who was an ice-cream, merchant gave rise to 210. cases 
with 4 deaths. 

The new “Ice-cream (Heat Treatment, etc.) een a 
1947” will mean that, in effect, the mixture of which ice- 
cream is composed must be pasteurized before freezing. It 
may be heated either to 150° F. (65.5° C.) for 30 minutes or 
to 160° F. (71.1°C.) for 10 minutes. Further regulations govern 
the subsequent cooling process and the maintenance of a 
sufficiently low temperature thereafter. These requirements do 
not apply when a “complete cold mix powder” is used, supplied 
in air-tight containers and manufactured from previously heat- 
treated material. This may be made up with “wholesome 
drinking-water,” and colouring or flavouring materials, fruits, 
nuts, or chocolate may be added without subsequent pasteuriza- 
tion. The apparatus used must be installed, maintained, and 
operated to the satisfaction of the local authority, and a general 
requirement has been made to the effect that ice-cream, during 
its manufacture, storage, and distribution, shall at all times be 
protected from contamination, and also that all apparatus and 
utensils brought into contact with it shall be cleansed immedi- 
ately after use and kept clean at all times. The Minister has 
given further consideration to the prescription in the Regula- 
tions of a bacteriological standard of cleanliness for ice-cream, 
but he is still not satisfied that there is any test the reliability 
of which is sufficiently established to justify its use as a statu- 


tory test, non-compliance with which would constitute an 


offence. Attention is drawn, however, to a form of methylene 
blue test, adapted for testing ice-cream, particulars of which 
were published in the Ministry of Health’s Monthly Bulletin 


for March, 1947. 
Outbreaks of Smallpox 


Up to April 22 no further outbreaks had been reported. The 


foci at Grimsby, Stepney, and Doncaster are believed to be 
extinct, following control by surveillance and vaccination of 
close contacts. 
At Scunthorpe the number of confirmed cases remains 7. The 
last case was removed on April 12 (onset April 7, rash aera 12). 
At Bilston the position is unchanged. The last of the 8 
tients died at home in the prodromal stage on April 11. The 
ast removals to hospital were on April 10. 


Decennial Supplement Part IV 


They are regulations made by the 


. 


The Registrar-General’s Decennial Supplement, 1931, Part IV, © 


“ Multiple or Secondary Causes of Death,” has just been pub- 
lished. This volume was prepared before the war to meet the 
need for knowledge in mortality studies of the secondary causes 
of death. A sampling method was employed in the preparation 
of this volume, because of the large numbers of deaths in- 
volved. A proportion of the deaths classified in each Inter- 
national List heading was studied, such proportion varying 
inversely according’ to the total numbers assigned to the head- 
ing and ranging from the whole in the case of small numbers 
to one-tenth in the case of the largest. Each group was not 
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sampled in the same year but relates to one of the years during 
1923-30. All the figures are based on the classification of 
causes of death in use in 1921-30. Any comparison with figures 
from a later period will be affected by the revision of the 
classification which has been made. This will be so particu- 
larly for years after 1940, when the certifying practitioner's 
preference was adopted in place of a given rule of selection. 


Infectious Diseases during the First Quarter 
A summary of the weekly returns for England and Wales for 


* the first thirteen weeks of this year shows that the incidence 


of infectious diseases has been relatively light. Diphtheria 
was at the lowest level ever recorded and at less than half the 
level of the two preceding first quarters. A dramatic fall has 
occurred in the returns for dysentery, although some of this 
may be more apparent than real. The diseases which were 
siently more prevalent were whooping-cough and cerebrospinal 
ever. 


Returns for the First Quarter of Each of the Last Five Years 


England and Wales 1943 1944 1945 1946 1947 
Scarlet fever 26,759 | 26,962 19,163 | 16,952 15,527 
Whooping-cough 23,005 | 26,141 19,780 | 20,033 7,922 
Diphtheria .. es .. | 10,799 9,005 6,061 6,220 2,832 
Measles }220,556 |20,278 | 247,455 |17,652 | 165,895 
Acute pneumonia .. 18,211 | 14,977 14,782 | 16,278 5,500 
Cerebrospinal fever 1,287 97 968 906 1,110 
Dysentery .. “2 rf 1,317 2,834 4,681 4,444 931 
Paratyphoid and typhoid .. 175 111 140 138 98 

Great Towns 

Deaths from influenza ae 1,149 1,131 692 2 156 1,342 
Case mortality per 1,000: 

oopin: we 16 

Diphtheria 47 34 29 31 26 

Measles .. 2: 1-9 3-5 2-4 
Live births .. | 83,801 | 90,100 87,123 |97,468 | 132,825 
Infant mortality .. a 67 62 68 60 


Deaths from influenza were in excess of those for some 
recent years, but were less than half the number in the first 
quarter of 1940 and less than one-fifth of those in. the same 
quarter of 1937. The fatality rate from diphtheria fell to the 
lowest level of recent first quarters. The live births were 36% 
above the number recorded in the March quarter of last year. 


‘ Infant mortality was below that of the preceding first quarters. 


Figures for Eire 

The table below gives the returns for the principal towns of 
Eire for the last five weeks for which figures are available. 
During this period there were no deaths due to diphtheria, 
dysentery, scarlet fever, smallpox, typhoid, or typhus. 


Causes of Death 
Week S | Birth |Death |; 
under Diarrhoea 
ending | j year | Rate | Rate | .54 Enteritis | Measles Influenza Whooping- 
(under 2 yrs.) cough 
March 8| 64 | 31-1 | 26-2 16 2 10 3 
76 29-2 | 25°6 11 3 9 
— aa 55 22:0 | 23-3 11 2 4 5 
29) 63 | 245 | 224 6 9 
April 5 62 23-4 | 17-9 10 — 2 9 


Discussion of Table 


In es and Wales infectious diseases were less prevalent 
during the week and large falls were recorded in the incidence 
of measles 2,437, whooping-cough 488, scarlet fever 322, acute 
pneumonia 295, diphtheria 70, dysentery 41, and cerebrospinal 
fever 29. 

The fall in the notifications of measles was general except in 
the eastern counties, where a rise of 92 was recorded. The 
incidence of whooping-cough remained unchanged in the 
eastern and north midland counties, while declining elsewhere. 
A fall in the number of cases of scarlet fever occurred in all 
areas except Wales, where a small increase was reported. 

The largest decrease in the incidence of acute pneumonia was 
in the south-west region, where the notifications fell from 71 


~ to 16. The only variations of any size in the local trends of 


diphtheria were decreases in Lancashire 28 and London 10; 
the experience of Lancashire was mainly due to the county 
boroughs. Lancashire 16 was the only important centre of 
dysentery and 10 of these cases were notified from rural areas. 

In Scotland there was a considerable fall in the notifications 
of infectious diseases ; the decreases included whooping-cough 
160, acute primary peeunome 144, measles 116, scarlet fever 65, 
and cerebrospinal fever 12. 


In Eire a decline in the incidence of infectious 
was reported. The largest falls were in the notifications of 
whooping-cough 23, diarrhoea and enteritis 16, and measles Il. 
*In Northern Ireland falls were recorded in the notification, 
of scarlet fever 24, whooping-cough 14, and diphtheria-8, 4, 
outbreak of measles involving 12 persons was reported from 


Lisburn U.D. 
Week Ending April 12 


The notifications of infectious diseases in England and Wales 
during the week included: scarlet fever 928, whooping-cough 
1,751, diphtheria 213, measles 10,326, acute pneumonia 799 


cerebrospinal fever 89, dysentery 77, smallpox 13, acute 
poliomyelitis 11, paratyphoid 1, typhoid 6. 
Medical News 


The St. Bartholomew’s Hospital Cricket Club will hold its fir: 
post-war annuai ball at Grosvenor House, Park Lane, London, Ww, 
on Saturday, May 3, from 8 p.m. till 1 a.m. Music by the “ Bly 
Rockets ’”’ Dance Orchestra. Double tickets (24 guineas) are ayajj. 
able from the honorary secretary, St. Bartholomew’s Hospital Cricke, 
Club, London, E.C.1. 


A general meeting of the Medical Society for the Study of 
Venereal Diseases will be held at 11, Chandos Street, Cavendish 
Square, Lendon, W., to-day (Saturday, April 26), at 2.30 p.m., when 
Sir Weldon Dalrymple-Champneys will read a paper on “The 
Epidemiological Control of Venereal Disease.” ' 


The annual general meeting of the Central Council for the Care 
of Cripples will be held at Cowdray Hall, 1a, Henrietta Place, 
Cavendish Square, London, W., on Thursday, May 1, at 2.30 pm, 
when the Minister of Education, the Rt. Hon. George Tomlinson, 
M.P., will address the meeting. - ; 


The Société Suisse de Médecine Interne will hold its annual 
meeting at Rheinfelden on May 3-4. Prof. H. Staub, of Basle, wil] 
give a clinical demonstration, and Profs. L. Brull, of Liége, A. 
Fleisch, of Lausanne, and E. Uehlinger, of St. Gall, will’ lecture 
on various aspects of nutrifion and starvation. 


A clinical meeting of the Irish Tuberculosis Society will be held 
at the Royal College of Surgeons in Ireland, Dublin, on Friday, 
May 2, at 7.30 p.m., when the speakers will be Dr. G. §, 
Todd, “Collapse Therapy—Its Uses, Complications and Contra. 
indications”; Dr. Wm. MacPhail, ‘“ Rehabilitation in Relation to 
Tuberculosis ”’; Dr. Morgan Crowe, “ Dispensary Organization in 
Tuberculosis ”; and Mr. F. J. Henry, “‘ Surgery in the Treatment of 
Pulmonary Tuberculosis.” Members wishing to attend should notify 
the honorary secretary of the Society, The Hospital, Newcastle, Co, 
Wicklow. Membership is open to all registered medical practitioners; 
annual subscription, 10s. 6d. 


The North-West Area Association of Scientific Workers is holding 
a conference on “ Industrial Health ”’ to-day (April 26), at 2.45 p.m, 
at Milton Hall, Deansgate, Manchester. Prof. R. E. Lane, of the 
Department of Industrial Health, the University of Manchester, is 
delivering an address entitled ‘“* Production Comes from People.” 


A Paediatric Congress will be held under the auspices of the 
Congrés des Pédiatries de Langue Frangaise on May 22-24, 1947, at 
Lyons. The following subjects will be discussed: chronic rheumatism 
in childhood, malignant neoplasms in childhood, the treatment of 
acute meningitis in childhood. Further information may be obtained 
from the general secretary, Dr. M. Jeune, 24, Place Bellecour, Lyon, 
France. 


Mr. D. D. Stenhouse Stewart, D.O.M.S., and Mr. J. Lumsden, 
M.A., of the Ministry of Education, will open a discussion on “ The 
Education of Blind and Partially Sighted Children’ at a meeting 
of the School Medical Service Group of the Society of Medical 
Officers of Health to be held in the Civic Hall, Leeds, on Wednesday, 
April 30, at 2.20 p.m. The meeting has been’arranged at the 
request of the Minister of Education’s Advisory Committee on 
Handicapped Children. 


A clinico-pathological demonstration of haemochromatosis will 
be given in the Meyerstein Lecture Theatre of Westminster Hospital 
School of Medicine (Horseferry Road, S.W.) on Monday, May §, 
at 5 p.m. : 


On May 5 the out-patient department of the Central Branch 
of the Moorfields Westminster and Central Eye Hospital will be 
transferred to the Westminster Branch (Royal Westminster Ophthal- 
mic Hospital), High Holborn, London, W.C. Medical practitioners 
are asked to make a note of this change so as to prevent patients 
attending Judd Street when they should go-direct to High Holborn. 
The out-patient times at the Westminster Branch will be the same as 
those at the Central Branch and any further information can be 
obtained from the Westminster Branch (Tel.: Temple Bar 1457). 
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Any Questions ? 


Correspondents should give their names and addresses (not for 
ublication) and include all relevant details in their questions, 
which should be typed. We publish here a selection of those 

questions and answers which seem to be of general interest. 


Termination of Pregnancy on Genetic Grounds 

Q.—In what heredo-familial disorders should advice be 
given against future pregnancy, or for the termination of an 
existing pregnancy ? 

A.—Surely the duty of a medical man is not simply to 
advise against future pregnancy on genetic grounds, or alter- 
natively to advise abortion, but rather to explain to the patient 
what the chances are; and apart from this to offer no more 
than such guidance as may be directly requested. The responsi- 
bility for a decision must lie chiefly with the patient. Further- 
more, it will depend on more than the genetic odds. For 
example, a young couple who have lost their two babies soon 
after birth owing to some recessive defect, when informed 
that the chance of losing the next one in the same way is 
one in four, may courageously decide to run that risk. Another 
couple, however, with the same history may say that they 
dare not face the prospect, that they will give up all thought 
of having another child of their own and will adopt one 
instead. Or, in another instance, the doctor may agree that 
the mental strain of another pregnancy with its one-in-four 
risk constitutes a serious threat to the mother’s menta: iiealth. 

There exist many hundreds of human hereditary abnormali- 
ties, nearly all, of course, being individually rare though not 
numerically unimportant in the aggrégate. Transmission is 
not always simple and not always the same. The individual 
family history must be investigated, and then interpreted in 
the light of the literature. The chances, when they are known 
or can be deduced, should then be explained to the couple, 
whose decision cannot but be affected by their attitude to 
parenthood and children, their religious beliefs, and their age, 
and by the numbers and kind of children they already have. 


Sebaceous Cysts 

Q.—A young man has had four sebaceous cysts removed 
from his face during the past three years, and more are 
beginning to form. Is any preventive treatment possible ? 

A.—Sebaceous cysts may arise as retention cysts from block- 
ing of the pilo-sebaceous orifice as in acne. Apart from this 
group the majority of these cysts are naevoid in origii: and the 
condition is often familial. There is no preventive treatment. 


Treatment of Post-herpetic Pain 
Q.—What is the best treatment for severe and long-standing 
post-herpetic pain ? 

-—Treatment of post-herpetic neuralgia is often unsuccess- 
ful. The possibility of a psychoneurotic background must 
not be overlooked. Measures which sometimes give relief are 
iodides, vitamin B in large dosage, cannabis indica, and x-ray 
therapy to the appropriate ganglion area (400 r units at 90 kV 
through 2 mm. alumiiium). Short-wave diathermy and ultra- 
violet light locally have sometimes helped. 


Non-union after Arthrodesis 

Q.—What are the causes of repeated failure of full bony 
union in an arthrodesis of the knee carried out between the 
ages of 38 and 45? 

A.—It is impossible to answer this question as comprehen- 
sively as one would like without at least a series of radiographs 
and without knowing the type of fusion performed. It should 
nowadays be possible to secure fusion without fail in the very 
large majority of patients between the ages of 38 and 45. 


~ Below is a list of the possible causes of failure of bony union 


in such a case. 

General Causes——Any general disease which has lowered 
the patient’s vitality to a stage where osteogenesis is not active 
—for example, varieus vitamin deficiencies; or any disease 


which has resulted in sclerotic changes in bone, such as‘ 


syphilis. : 


purpose. 


Local Causes.—{1) The condition for which fusion of the 
knee is desirable—for example, union is slower of less likely 
to be complete in an arthrodesis for a tuberculous lesion than 
in one for injury or rheumatoid arthritis. (2) Imperfect opera- 
tive technique: (a) Failure to expose raw cancellous bone in 
the opposing surfaces of the tibia and the femur. (b) Failure 
to obtain close end-to-end contact. It is wise to pack the 
“nooks and crannies” with bone chips taken from the ilium. 
(c) Failure to secure complete fixation. Probably the best 
method of doing this is to use crossed tibial grafts—the method 
described by Brittain. This procedure alone increased the 
rate of success in fusions for tuberculosis from about 66% to 
over 90%.. There are, of course, other methods of fixation, 
such as an obliquely placed Smith-Petersen nail. External . 
splinting by a plaster-of-Paris spica is also necessary. 

Finally, anomalies of blood supply, whereby the end of one 
bone may be ineffectively supplied (an almost theoretical con- 
sideration), should be included in a list of causative factors. 


- Dyspareunia after Hysterectomy 

Q.—What treatment might be applied in a case of dys- 
pareunia after panhysterectomy? As the normal cervical 
secretions are removed is there any effective lubricating oint- 
ment, or any hormone treatment which might prevent the 
menopausal atrophy of the vagina? 

A.—The cervix does not normally play the dominant part in - 
lubricating the vagina during coitus. The secretion comes 
mainly from Bartholin’s glands and is poured out as a result 
of sexual stimulation. Even so, if both ovaries were removed 
at the time of the hysterectomy the activity of Bartholin’s gland 
is likely to have decreased if not ceased. Menopausal atrophy 
of the vagina can be overcome by oestrogens. A large dose 
may be required, and in the first place hexoestrol, 1 mg. thrice 
daily by mouth for three weeks, should be tried. After an 
interval of two weeks this course could be repeated. It should 
not, however, be continued for longer than that, and should in 
any case be stopped as soon as coitus is possible again. ‘When 
it is discontinued the vaginal epithelium will atrophy again, but 
the vaginal canal should not undergo contracture if it is kept 
dilated by regular coitus. If for any reason coitus is discon- 
tinued for an appreciable time contracture will recur. If 
necessary an artificial lubricant can be employed, and the pre- 
parations used for the passage of catheters are suitable for this 


Loa loa Infection 

‘Q.—What is known regarding the persistence of Loa loa in 
the human body? Is there any satisfactory treatment for 
Calabar swellings ? 

A.—Symptoms of loasis may first become apparent some 
years after the patient has left an endemic area, and may 
continue for ten to fifteen or more years.’ Treatment consists 
in removing such adult worms as may present themselves in 
convenient situations for extraction, but the infection is usually 
multiple and symptoms may continue. Local manifestation 
may require symptomatic treatment, while allergic reactions 
may be diminished by such drugs as phenobarbitone, “ bena- 
dryl,” or ephedrine. Desensitization by increasing doses of 
filarial antigen has also given promise experimentally. There 
is some evidence that certain antimony compounds may be 
useful in filariasis, but, as their effect is probably on the adult 
worms, microfilariae may persist in the peripheral blood for 
many months after treatment. Phenomena due to sensitiza- 
tion to filarial products may also persist for some time after 
treatment. 


Sodium Bismuthyl Tartrate in Rheumatoid Arthritis 

Q.—Is sodium bismuthyl tartrate of value in the treatment 
of infective and rheumatoid arthritis? What is the dosage, at 
what intervals, and for how long a period is it given, and what 
are the toxic effects? 

A.—Sodium bismuthyl tartrate has not been in use long 
enough to enable a definite opinion to be formed as to its . 
value in the treatment of arthritis of the rheumatoid type. It 
would appear to be less effective than gold, but useful where 
gold is not tolerated or where it has ceased to produce any 
improvement. The writer has used it in a good many cases 


with variable results, but with undoubted improvement in a 
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few ; no toxic effects have been observed beyond some sense 
of malaise and fatigue for a day or two after administration. 
It is given by deep intramuscular injection, and this sometimes 
gives rise to pain at the site of injection. It is injected at fort- 
nightly intervals. in a solution of 1 gr. (65 mg.) in 1 ml., the 
dose to begin with being 0.5 ml.; this may be increased up to 
1 ml. and the interval then may be a month; after six or eight 
doses an interval of a few months is desirable. 


Pressure Cooking 
Q.—When food is cooked at 20 Ib. (9 kg.) positive pressure, 
and at a temperature up to 250° F. (121° C.), is there any loss 
of food value compared with ordinary cooking, and does it 
incur a greater risk of food-poisgning, especially from meat? 


A.—Little work seems to have been done with domestic 
pressure cookers, but, generally speaking, the effects may be 
expected to be similar to those of commercial canning. As 
compared with ordinary cooking, some further destruction of 
vitamin B, (thiamine) may occur, owing to the higher tempera- 
ture reached. Loss of vitamin C may or may not be greater 
than with ordinary cooking, since, although the conditions are 
more drastic, the time of exposure is less. Meat and vegetable 
juice may be more abundant and should not be thrown away. 

We have found no reference suggesting any danger of food- 
poisoning resulting from the use of a pressure cooker. This 
idea may have arisen from the fact that meat cooked in this 
way may develop a bitter flavour. This has been ascribed to 
the partial breakdown of some of the proteins into simple 
peptides and amino-acids. On the other hand, the use of a 
pressure cooker in the home canning of vegetables obviates 
the risk of bacterial poisoning. 


Pruritus Senilis 


Q.—What is the best treatment for pruritus senilis and is a 
cure likely ? 


A.—There are many possible activating factors in senile 
pruritus, particularly emotional and nervous stresses and 
strains, metabolic disturbances, and deficiency states. Glycos- 
uria. hypertension, arteriosclerosis and neoplasms must be 
carefully considered. In essential senile pruritus the senility 
of the skin itself may play some part, but the condition seems 
more often dependent upon afteriosclerotic changes affecting 
the central nervous system, and treatment is difficult. Local 
applications are not of much avail, though minimal doses of 
ultra-violet light or x rays are sometimes of value. Stilboestrol 
0.5 to 1 mg. combined with phenobarbitone gr. 1/2 (32 mg.) 
occasionally helps. 


INCOME TAX 


All inquiries will receive an authoritative reply but only a selection\ 
can be published. 


Postgraduate Education for Ex-Service Medical Officers 


A note on this subject appeared in the Journal of Jan. 18 (p. 124). 
We have now been informed by the Ministry of Health that the 
Minister has been in communication with the Board of Inland 
Revenue regarding the liability for income tax of doctors holding 
posts or taking courses under the Postgraduate Scheme. He is advised 
that, as the practitioners holding Class I and Class III posts are 
employees of the hospitals to which they are appointed, the 
salaries of these posts and the allowances of £100 paid in lieu ot 
board and lodging are assessable to income tax under Schedule E, 
and tax should be deducted by the employing hospital under the 
P.A.Y.E. provisions on making payments on account of these 
salaries and allowances. 

The practitioners attending refresher courses provided under 
Class II will, in general, be liable to income tax under Schedule D 
upon the profits of their individual practices. Payments made to a 
practitioner in respect of subsistence, travelling expenses, and the 
cost of providing a locum, are not in themselves income liable to 
tax. If, however, a practitioner in arriving at the amount of his 
practice profits deducts the corresponding expenses incurred by him, 
then the payments received by way of reimbursement must be 
credited. For example, a doctor who uses his practice car to attend 
lectures and charges the full car expenses in his accounts should 
credit the amount received from the Ministry in respect of journeys 
to and from lectures. Similarly, if the cost of providing a locum 
is debited in the accounts the amount reimbursed by the Ministry 
should be credited. 


Letters and Notes 


Bleeding Tooth-sockets 


Dr. J. F. Murpuy (Pickering, Yorks) writes: Troubles from a 
bleeding tooth-socket were ended for me by a method shown me 
by a neighbour dentist many years ago. It is extremely simple, 
painless, and instantly effective. One assumes of course that the 
gum is not so badly torn as to require a stitch. Two wool swabs 
of suitable size are prepared, one dry and one damp enough to cog 
itself thickly with crystals of permanganate of potash when dipped 
into the jar. The dry swab is pressed into the socket to check the 
bleeding as much as possible, and on withdrawal the swab coated 
with the crystals is pressed up into the socket and held there fo; 
about 30 seconds before withdrawal. A firm black adherent 
coagulum instantly forms and the bleeding is at an end. (No swab 
is left in.) Occasionally a further application of the crystals jg 
required but not often. The coagulum disappears without trouble 
in the course of two or three days. For many years I have not 
known this method fail. 


Multihallucism 


Dr. Ronan O’RAHILLY (Newcastle-upon-Tyne) writes: With 
reference to the photograph of Dr. Ardeshir K. Turner’s case 
showing a Hindu with two big toes on each foot (March 29, p. 4 
I should like to call attention to the skiagram (reproduced) which | 
possess through the kindness of 
Dr. T. Lodge, F.F.R. It shows 
a very rare condition of three 
big toes on one foot, making a 
total of seven digits on the right 
lower limb. The patient was a 
boy who was aged six months 
when the film was taken. The 
thickened first metatarsal can be 
seen to be associated with three 
biphalangeal digits. The remaining 
toes were = 
of 1 heptadactylism have been 
pode rsa by Pires de Lima, J. A., Ann. Anat. Path. méd.-chir., 
1933, 10, 1215), and a case of octodactylism has been recorded by 
A. E. Sawday (British Medical Journal, 1928, 1, 846). Most instances 
of pedal polydactylism, however, are concerned with the lateral 
border of the foot, in contrast with the pre-axial distribution in the 
case illustrated here, as also in that of Dr. Turner. 


Chilblains 


Dr. MarGareT VIVIAN (Bournemouth) writes: The woman doctor 
(March 1 issue) crippled with cii!blains should try calciferol, and 
parathyroid and calcium tablets. | have cured my own by taking 
both these remedies together, when neither singly was completely 
successful. 


Treatment of Dipsomania 


Dr. H. PuLtar-StRECKER (Truro) writes: The reply (March 15, 
p. 365) and the references quoted refer to the American method, 
which is rather involved; emetine, not apomorphine, is their 
nauseating agent. The apomorphine method was evolved by J. Y. 
Dent, and is described in the issues of the British Journal of 
Inebriety from 1934 onwards. 


Correction 


A correspondent points out that the ‘Cerebral Palsy Unit at 
Carshalton referred to in our annotation (April 5, p. 459) was 
founded by the cerebral palsy therapist 4 years ago with the 
backing of the LOA. 
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